OPANA ER- oxymorphone hydrochloride tablet, extended release
Endo Pharmaceuticals Inc.

HIGHLIGHT S OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use OPANA® ER safely and effectively. See full
prescribing information for OPANA® ER.

OPANA® ER (oxymorphone hydrochloride) Extended-Release tablets, for oral use, CII

Initial U.S. Approval: 1959

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREAT ENING RESPIRATORY DEPRESSION;
ACCIDENTAL INGESTION; NEONATAL OPIOID WITHDRAWAL SYNDROME; and INTERACTION WITH
ALCOHOL

See full prescribing information for complete boxed warning.

e OPANAER exposes users to risks of addiction, abuse, and misuse, which can lead to overdose and
death. Assess each patient’s risk before prescribing, and monitor regularly for development of these
behaviors or conditions. (5.1)

e Serious, life-threatening, or fatal respiratory depression may occur. Monitor closely, especially upon
initiation or following a dose increase. Instruct patients to swallow OPANA ER tablets whole to avoid
exposure to a potentially fatal dose of oxymorphone. (5.2)

¢ Accidental ingestion of OPANA ER, especially in children, can result in fatal overdose of
oxymorphone. (5.2)

¢ Prolonged use of OPANA ER during pregnancy can result in neonatal opioid withdrawal syndrome,
which may be life-threatening if not recognized and treated. If opioid use is required for a prolonged
period in a pregnant woman, advise the patient of the risk of neonatal opioid withdrawal syndrome and
ensure that appropriate treatment will be available (5.3).

e Instruct patients not to consume alcohol or any product containing alcohol while taking OPANA ER
because co-ingestion can result in fatal plasma oxymorphone levels. (5.4)

------------------------------------------- RECENT MAJOR CHANGES --- - - - === -=nnnsmmmmmmmmmmm e

Boxed Warning 4/2014
Indications and Usage (1) 4/2014
Dosage and Administration (2) 4/2014
Warnings and Precautions (5) 4/2014

------------------------------------------ INDICATIONS AND USAGE -------------mmmmmme oo

OPANA ER is an opioid agonist indicated for the management of pain severe enough to require daily, around-the-clock,

long-term opioid treatment and for which alternative treatment options are inadequate. (1)

Limitations of Use

e Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, and because of the
greater risks of overdose and death with extended-release opioid formulations, reserve OPANA ER for use in patients
for whom alternative treatment options (e.g., non-opioid analgesics or inmediate-release opioids) are ineffective, not
tolerated, or would be otherwise inadequate to provide sufficient management of pain. (1)

e OPANAER is not indicated as an as-needed (prn) analgesic. (1)

--------------------------------------- DOSAGE AND ADMINISTRATION ---------mmmmmmmmm oo

e For opioid-naive and opioid non-tolerant patients, initiate with 5 mg tablets orally every 12 hours. (2.1)

e To convert to OPANA ER from another opioid, use available conversion factors to obtain estimated dose. (2.1)

e Dose can be increased every 3 to 7 days, using increments of 5 to 10 mg every 12 hours (i.e., 10 to 20 mg per day).
(2.2)

e Administer on an empty stomach, at least 1 hour prior to or 2 hours after eating. (2.1)

e OPANAER tablets should be taken one tablet at a time, with enough water to ensure complete swallowing immediately
after placing in the mouth. (2.1, 17)

e Do not abruptly discontinue OPANA ER in a physically dependent patient. (2.3, 5.13)

e Instruct patients to swallow OPANA ER tablets intact. (2.4)

e Reduce the dose of OPANA ER in patients with mild hepatic impairment and patients with renal impairment. (2.5, 2.6)

-------------------------------------- DOSAGE FORMS AND STRENGTHS -----------onmmmmimm e
Extended-release tablets: 5mg, 7.5 mg, 10 mg, 15 mg, 20 mg, 30 mg, and 40 mg (3)
-------------------------------------------- CONTRAINDICATIONS -----m oo e
o Significant respiratory depression (4)

e Acute or severe bronchial asthma (4)

e Known or suspected paralytic ileus and gastrointestinal obstruction (4)

e Hypersensitivity to oxymorphone (4)

e Moderate or severe hepatic impairment (4)



See Boxed WARNINGS

e Interaction with CNS depressants: Concomitant use may cause profound sedation, respiratory depression, and death. If
coadministration is required, consider dose reduction of one or both drugs because of additive pharmacological effects.
(54)

e Elderly, cachectic, and debilitated patients and those with chronic pulmonary disease: Monitor closely because of
increased risk for life-threatening respiratory depression. (5.5, 5.6)

e Hypotensive effect: Monitor during dose initiation and titration. (5.8)

e Patients with head injury or increased intracranial pressure: Monitor for sedation and respiratory depression. Avoid use
of OPANA ER in patients with impaired consciousness or coma susceptible to intracranial effects of CO, retention. (5.9)

e Use with caution in patients who have difficulty in swallowing or have underlying GI disorders that may predispose
them to obstruction. (5.10)

--------------------------------------------- ADVERSE REACTIONS --------cmmm oo

Adverse reactions in >2% of patients in placebo-controlled trials: nausea, constipation, dizziness, somnolence, vomiting,

pruritus, headache, sweating increased, dry mouth, sedation, diarrhea, insomnia, fatigue, appetite decreased, and

abdominal pain. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Endo Pharmaceuticals Inc. at 1-800-462-3636 or FDA

at 1-800-FDA-1088 or www.fda.gov/medwatch.

-------------------------------------------- DRUG INTERACTIONS -------m oo mm oo e e e

e Mixed agonist/antagonist and partial agonist opioid analgesics: Avoid use with OPANA ER because they may reduce
analgesic effect of OPANA ER or precipitate withdrawal symptoms. (7.3)

--------------------------------------- USE IN SPECIFIC POPULATIONS --------nnnnmmmmmmmmcmme oo
e Pregnancy: Based on animal data, may cause fetal harm. (8.1)

e Nursing mothers: Closely monitor infants of nursing women receiving
OPANAER. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.
Revised: 4/2014
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WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING
RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; NEONATAL OPIOID
WITHDRAWAL SYNDROME; and INTERACTION WITH ALCOHOL

Addiction, Abuse, and Misuse

OPANA ER exposes patients and other users to the risks of opioid addiction, abuse, and
misuse, which can lead to overdose and death. Assess each patient’s risk prior to
prescribing OPANA ER, and monitor all patients regularly for the development of these
behaviors or conditions [see Warnings and Precautions (5.1)].

Life-threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression may occur with use of OPANA
ER. Monitor for respiratory depression, especially during initiation of OPANA ER or
following a dose increase. Instruct patients to swallow OPANA ER tablets whole; crushing,
chewing, or dissolving OPANA ER tablets can cause rapid release and absorption of a
potentially fatal dose of oxymorphone [see Warnings and Precautions (5.2)].

Accidental Ingestion

Accidental ingestion of even one dose of OPANA ER, especially by children, can resultin a
fatal overdose of oxymorphone [see Warnings and Precautions (5.2)].

Neonatal Opioid Withdrawal Syndrome

Prolonged use of OPANA ER during pregnancy can result in neonatal opioid withdrawal
syndrome, which may be life-threatening if not recognized and treated, and requires
management according to protocols developed by neonatology experts. If opioid use is
required for a prolonged period in a pregnant woman, advise the patient of the risk of
neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be
available [see Warnings and Precautions (5.3)].

Interaction with Alcohol

Instruct patients not to consume alcoholic beverages or use prescription or non-
prescription products that contain alcohol while taking OPANA ER. The co-ingestion of
alcohol with OPANA ER may result in increased plasma levels and a potentially fatal
overdose of oxymorphone [see Warnings and Precautions (5.4)].

1 INDICATIONS AND USAGE

OPANA ER is indicated for the management of pain severe enough to require daily, around-the-clock,
long-term opioid treatment and for which alternative treatment options are inadequate.

[Limitations of Use

® |Because of the risks of addiction, abuse, and misuse with opioids, even at recommended doses, and
because of the greater risks of overdose and death with extended-release opioid formulations,
reserve OPANA ER for use in patients for whom alternative treatment options (e.g., non-opioid
analgesics or immediate-release opioids) are ineffective, not tolerated, or would be otherwise
inadequate to provide sufficient management of pain.
¢ (OPANA ER is not indicated as an as-needed (prn) analgesic.

2 DOSAGE AND ADMINISTRATION

2.1 Initial Dosing

as both immediate-release 5 mg and 10 mg tablets and extended-release 5 mg and 10 mg tablets [see

To avoid medication errors, prescribers and pharmacists must be aware that oxymorphone is available
osage Forms and Strengths (3)].

OPANA ER should be prescribed only by healthcare professionals who are knowledgeable in the use
of potent opioids for the management of chronic pain.



Initiate the dosing regimen for each patient individually, taking into account the patient"s prior analgesic
treatment experience and risk factors for addiction, abuse, and misuse [see Warnings and Precautions
(5.1)]. Monitor patients closely for respiratory depression, especially within the first 24-72 hours of
initiating therapy with OPANA ER [see Warnings and Precautions (5.2)].

OPANA ER tablets must be taken whole, one tablet at a time, with enough water to ensure complete
swallowing immediately after placing in the mouth [see Patient Counseling Information (17)]. Crushing,
chewing, or dissolving OPANA ER tablets will result in uncontrolled delivery of oxymorphone and can
lead to overdose or death [see Warnings and Precautions (5.2)].

OPANA ER is administered at a frequency of twice daily (every 12 hours). Administer on an empty
stomach, at least 1 hour prior to or 2 hours after eating.

Use of OPANA ER as the First Opioid Analgesic
Initiate treatment with OPANA ER with the 5 mg tablet orally every 12-hours.
Use of OPANA ER in Patients who are not Opioid Tolerant

The starting dose for patients who are not opioid tolerant is OPANA ER 5 mg orally every 12 hours.
Patients who are opioid tolerant are those receiving, for one week or longer, at least 60 mg oral
morphine per day, 25 mcg transdermal fentanyl per hour, 30 mg oral oxycodone per day, 8 mg oral
hydromorphone per day, 25 mg oral oxymorphone per day, or an equianalgesic dose of another opioid.

Use of higher starting doses in patients who are not opioid tolerant may cause fatal respiratory
depression.

Conversion from OPANA to OPANA ER

Patients receiving OPANA may be converted to OPANA ER by administering half the patient"s total
daily oral OPANA dose as OPANA ER, every 12 hours.

Conversion from Parenteral Oxymorphone to OPANA ER

The absolute oral bioavailability of OPANA ER is approximately 10%. Convert patients receiving
parenteral oxymorphone to OPANA ER by administering 10 times the patient"s total daily parenteral
oxymorphone dose as OPANA ER intwo equally divided doses (e.g., [[V dose x 10] divided by 2).
Due to patient variability with regards to opioid analgesic response, upon conversion monitor patients
closely to evaluate for adequate analgesia and side effects.

Conversion from Other Oral Opioids to OPANA ER
Discontinue all other around-the-clock opioid drugs when OPANA ER therapy is initiated.

While there are useful tables of opioid equivalents readily available, there is substantial inter- patient
variability in the relative potency of different opioid drugs and products. As such, it is preferable to
underestimate a patient’s 24-hour oral oxymorphone requirements and provide rescue medication (e.g.,
immediate-release opioid) than to overestimate the 24-hour oral oxymorphone requirements which
could result in adverse reactions. Inan OPANA ER clinical trial with an open-label titration period,
patients were converted from their prior opioid to OPANA ER using Table 1 as a guide for the initial
OPANA ER dose.

Consider the following when using the information in Table 1:
e This is not a table of equianalgesic doses.
® The conversion factors in this table are only for the conversion from one of the listed oral opioid
analgesics to OPANA ER.
e This table cannot be used to convert from OPANA ER to another opioid. Doing so will resultinan
overestimation of the dose of the new opioid and may result in fatal overdose.

CONVERSION FACTORS TO OPANA ER
Prior Oral Opioid Approximate Oral Conversion Factor

Oxymorphone 1
Hydrocodone 0.5
Oxycodone 0.5

Methadone 0.5



Morphine 0.333

To calculate the estimated OPANA ER dose using Table 1:
e Tor patients on a single opioid, sumthe current total daily dose of the opioid and then multiply the
total daily dose by the conversion factor to calculate the approximate oral oxymorphone daily dose.
e For patients ona regimen of more than one opioid, calculate the approximate oral oxymorphone
dose for each opioid and sum the totals to obtain the approximate total oxymorphone daily dose.
e For patients on a regimen of fixed-ratio opioid/non-opioid analgesic products, use only the opioid
component of these products in the conversion

lAlways round the dose down, if necessary, to the appropriate OPANA ER strength(s) available.
Example conversion froma single opioid to OPANA ER:

Step 1: Sum the total daily dose of the opioid oxycodone 20 mg BID
20 mg former opioid 2 times daily = 40 mg total daily dose of former opioid

Step 2: Calculate the approximate equivalent dose of oral oxymorphone based on the total daily dose of
the current opioid using Table 1

40 mg total daily dose of former opioid x 0.5 mg Conversion Factor = 20 mg of
oral oxymorphone daily

Step 3: Calculate the approximate starting dose of OPANA ER to be given every 12 hours. Round
down, if necessary, to the appropriate

OPANA ER TABLETS strengths available.

10 mg OPANA ER every 12 hours

Conversion from Methadone to OPANA ER

Close monitoring is of particular importance when converting from methadone to other opioid agonists.
The ratio between methadone and other opioid agonists may vary widely as a function of previous dose
exposure. Methadone has a long half-life and can accumulate in the plasma.

2.2 Titration and Maintenance of Therapy

Individually titrate OPANA ER to a dose that provides adequate analgesia and minimizes adverse
reactions. Continually reevaluate patients receiving OPANA ER to assess the maintenance of pain
control and the relative incidence of adverse reactions, as well as monitoring for the development of
addiction, abuse, and misuse. Frequent communication is important among the prescriber, other members
of the healthcare team, the patient, and the caregiver/family during periods of changing analgesic
requirements, including initial titration. During chronic therapy, periodically reassess the continued
need for the use of opioid analgesics.

If the level of painincreases, attempt to identify the source of increased pain, while adjusting the
OPANA ER dose to decrease the level of pain. Because steady-state plasma concentrations are
approximated within 3 days, OPANA ER dosage adjustments, preferably at increments of 5-10 mg every
12 hours, may be done every 3 to 7 days.

Patients who experience breakthrough pain may require a dose increase of OPANA ER, or may need
rescue medication with an appropriate dose of an immediate-release analgesic. If the level of pain
increases after dose stabilization, attempt to identify the source of increased pain before increasing
OPANA ER dose.

If unacceptable opioid-related adverse reactions are observed, the subsequent dose may be reduced.
Adjust the dose to obtain an appropriate balance between management of pain and opioid-related adverse
reactions.

2.3 Discontinuation of OPANA ER

When a patient no longer requires therapy with OPANA ER, use a gradual downward titration of the
dose every two to four days, to prevent signs and symptoms of withdrawal in the physically-dependent
patient. Do not abruptly discontinue OPANA ER.

2.4 Administration of OPANA ER



Instruct patients to swallow OPANA ER tablets intact. The tablets are not to be crushed, dissolved, or
chewed due to the risk of rapid release and absorption of a potentially fatal dose of oxymorphone [see
Warnings and Precautions (5.2)]. Administer on an empty stomach, at least 1 hour prior to or 2 hours
after eating.

2.5 Patients with Hepatic Impairment
OPANA ER is contraindicated in patients with moderate or severe hepatic impairment.

In opioid-naive patients with mild hepatic impairment, initiate treatment with the 5 mg dose. For patients
on prior opioid therapy, start OPANA ER at 50% lower than the starting dose for a patient with normal
hepatic function on prior opioids and titrate slowly. Monitor patients closely for signs of respiratory or
central nervous system depression [see Warnings and Precautions (5.2), Use in Specific Populations (8.6)
and Clinical Pharmacology (12.3)].

2.6 Patients with Renal Impairment

In patients with creatinine clearance rates less than 50 mL/min, start OPANA ER in the opioid-naive
patient with the 5 mg dose. For patients on prior opioid therapy, start OPANA ER at 50% lower than the
starting dose for a patient with normal renal function on prior opioids and titrate slowly. Monitor
patients closely for signs of respiratory or central nervous system depression [see Warnings and
Precautions (5.2), Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

2.7 Geriatric Patients

The steady-state plasma concentrations of oxymorphone are approximately 40% higher in elderly
subjects than in young subjects. Initiate dosing with OPANA ER in patients 65 years of age and over
using the 5 mg dose and monitor closely for signs of respiratory and central nervous system depression
when initiating and titrating OPANA ER to adequate analgesia [see Warnings and Precautions (5.2), Use
in Specific Populations (8.5) and Clinical Pharmacology (12.3)]. For patients on prior opioid therapy,
start OPANA ER at 50% lower than the starting dose for a younger patient on prior opioids and titrate
slowly.

3 DOSAGE FORMS AND STRENGTHS

The 5 mg dosage formis a pink, round, film-coated, biconcave extended-release tablet debossed with
an “E” on one side and a “5” on the other side.

The 7.5 mg dosage formis a gray, round, film-coated, biconcave extended-release tablet debossed with
an “E” on one side and a “7 ¥” on the other side.

The 10 mg dosage formis a light orange, round, film-coated, biconcave extended-release tablet
debossed with an “E” on one side and a “10” on the other side.

The 15 mg dosage formis a white, round, film-coated, biconcave extended-release tablet debossed
with an “E” on one side and a “15” on the other side.

The 20 mg dosage formis a light green, round, film-coated, biconcave extended-release tablet
debossed with an “E” on one side and a “20” on the other side.

The 30 mg dosage formis a red, round, film-coated, biconcave extended-release tablet debossed with
an “E” on one side and a “30” on the other side.

The 40 mg dosage formis a light yellow to pale yellow, round, film-coated, biconcave extended-
release tablet debossed with an “E” on one side and a “40” on the other side.

4 CONTRAINDICATIONS

OPANA ER is contraindicated in patients with:

Significant respiratory depression

Acute or severe bronchial asthma or hypercarbia

Known or suspected paralytic ileus and gastrointestinal obstruction

Moderate and severe hepatic impairment [see Clinical Pharmacology (12.3), Warnings and
Precautions (5.7)].



e Hypersensitivity (e.g. anaphylaxis) to oxymorphone, any other ingredients in OPANA ER, or to
morphine analogs such as codeine [see Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Addiction, Abuse, and Misuse

OPANA ER contains oxymorphone, a Schedule II controlled substance. As anopioid, OPANA ER
exposes users to the risks of addiction, abuse, and misuse [see Drug Abuse and Dependence (9)]. As
modified-release products such as OPANA ER deliver the opioid over an extended period of time,
there is a greater risk for overdose and death due to the larger amount of oxymorphone present.

Although the risk of addiction in any individual is unknown, it can occur in patients appropriately
prescribed OPANA ER and in those who obtain the drug illicitly. Addiction canoccur at recommended
doses and if the drug is misused or abused.

Assess each patient’s risk for opioid abuse or addiction, abuse, or misuse prior to prescribing OPANA
ER, and monitor all patients receiving OPANA ER for the development of these behaviors or
conditions. Risks are increased in patients with a personal or family history of substance abuse
(including drug or alcohol addiction or abuse) or mental illness (e.g., major depression). The potential
for these risks should not, however, prevent the prescribing of OPANA ER for the proper management
of paininany given patient. Patients at increased risk may be prescribed modified-release opioid
formulations such as OPANA ER, but use in such patients necessitates intensive counseling about the
risks and proper use of OPANA ER along with intensive monitoring for signs of addiction, abuse, and
misuse.

/Abuse or misuse of OPANA ER by crushing, chewing, snorting, or injecting the dissolved product will
result in the uncontrolled delivery of the oxymorphone and canresult in overdose and death [see
Overdosage (10)].

Opioid agonists such as OPANA ER are sought by drug abusers and people with addiction disorders
and are subject to criminal diversion. Consider these risks when prescribing or dispensing OPANA
ER. Strategies to reduce these risks include prescribing the drug in the smallest appropriate quantity
and advising the patient on the proper disposal of unused drug [see Patient Counseling Information (17)].
Contact local state professional licensing board or state controlled substances authority for information
on how to prevent and detect abuse or diversion of this product.

5.2 Life Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression has been reported with the use of modified-
release opioids, even when used as recommended. Respiratory depression from opioid use, if not
immediately recognized and treated, may lead to respiratory arrest and death. Management of respiratory
depression may include close observation, supportive measures, and use of opioid antagonists,
depending on the patient’s clinical status [see Overdosage (10)]. Carbon dioxide (CO,) retention from
opioid-induced respiratory depression can exacerbate the sedating effects of opioids.

While serious, life-threatening, or fatal respiratory depression can occur at any time during the use of
OPANA ER, the riskis greatest during the initiation of therapy or following a dose increase. Closely
monitor patients for respiratory depression when initiating therapy with OPANA ER and following dose
increases.

To reduce the risk of respiratory depression, proper dosing and titration of OPANA ER are essential
[see Dosage and Administration (2)]. Overestimating the OPANA ER dose when converting patients
from another opioid product canresult in fatal overdose with the first dose.

|Accidental ingestion of even one dose of OPANA ER, especially by children, canresult inrespiratory
depression and death due to an overdose of oxymorphone.

5.3 Neonatal Opioid Withdrawal Syndrome

Prolonged use of OPANA ER during pregnancy canresult in withdrawal signs in the neonate. Neonatal
opioid withdrawal syndrome, unlike opioid withdrawal syndrome in adults, may be life-threatening if
not recognized and treated, and requires management according to protocols developed by neonatology
experts. If opioid use is required for a prolonged period in a pregnant woman, advise the patient of the




Irisk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available.

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and abnormal sleep pattern,

igh pitched cry, tremor, vomiting, diarrhea and failure to gain weight. The onset, duration, and severity
of neonatal opioid withdrawal syndrome vary based on the specific opioid used, duration of use, timing
and amount of last maternal use, and rate of elimination of the drug by the newborn.

5.4 Interactions with Central Nervous System Depressants

Patients must not consume alcoholic beverages or prescription or non-prescription products containing
alcohol while on OPANA ER therapy. The co-ingestion of alcohol with OPANA ER may result in
increased plasma levels and a potentially fatal overdose of oxymorphone [see Clinical Pharmacology

12.3)].

Hypotension, profound sedation, coma, respiratory depression, and death may resultif OPANA ER is
used concomitantly with alcohol or other central nervous system (CNS) depressants (e.g., sedatives,
anxiolytics, hypnotics, neuroleptics, other opioids).

When considering the use of OPANA ER ina patient taking a CNS depressant, assess the duration of
use of the CNS depressant and the patient’s response, including the degree of tolerance that has
developed to CNS depression. Additionally, evaluate the patient’s use of alcohol or illicit drugs that
cause CNS depression. If the decisionto begin OPANA ER is made, start with OPANA ER 5 mg every
12 hours, monitor patients for signs of sedation and respiratory depression, and consider using a lower
dose of the concomitant CNS depressant [see Drug Interactions (7.2)].

5.5 Use in Elderly, Cachectic, and Debilitated Patients

Life-threatening respiratory depression is more likely to occur inelderly, cachectic, or debilitated
patients as they may have altered pharmacokinetics or altered clearance compared to younger, healthier
patients. Monitor such patients closely, particularly when initiating and titrating OPANA ER and when
OPANA ER is given concomitantly with other drugs that depress respiration [see Warnings and
Precautions (5.2)].

5.6 Use in Patients with Chronic Pulmonary Disease

Monitor patients with significant chronic obstructive pulmonary disease or cor pulmonale, and patients
having a substantially decreased respiratory reserve, hypoxia, hypercapnia, or pre-existing respiratory
depression for respiratory depression, particularly when initiating therapy and titrating with OPANA
ER, as in these patients, even usual therapeutic doses of OPANA ER may decrease respiratory drive to
the point of apnea [see Warnings and Precautions (5.2)]. Consider the use of alternative non-opioid
analgesics inthese patients if possible.

5.7 Use in Patients with Hepatic Impairment

A study of OPANA ER in patients with hepatic disease indicated greater plasma concentrations than
those with normal hepatic function [see Clinical Pharmacology (12.3)]. OPANA ER is contraindicated in
patients with moderate or severe hepatic impairment. In patients with mild hepatic impairment reduce the
starting dose to the lowest dose and monitor for signs of respiratory and central nervous system
depression [see Dosage and Administration (2.5)].

5.8 Hypotensive Effect

OPANA ER may cause severe hypotension including orthostatic hypotension and syncope in ambulatory
patients. There is anincreased risk in patients whose ability to maintain blood pressure has already been
compromised by a reduced blood volume or concurrent administration of certain CNS depressant drugs
(e.g. phenothiazines or general anesthetics) [see Drug Interactions (7.2)]. Monitor these patients for
signs of hypotension after initiating or titrating the dose of OPANA ER. In patients with circulatory
shock, OPANA ER may cause vasodilation that can further reduce cardiac output and blood pressure.
Avoid the use of OPANA ER in patients with circulatory shock.

5.9 Use in Patients with Head Injury or Increased Intracranial Pressure

Monitor patients taking OPANA ER who may be susceptible to the intracranial effects of CO5 retention
(e.g., those with evidence of increased intracranial pressure or brain tumors) for signs of sedation and



respiratory depression, particularly when initiating therapy with OPANA ER. OPANA ER may reduce
respiratory drive, and the resultant CO» retention can further increase intracranial pressure. Opioids may
also obscure the clinical course in a patient with a head injury. Avoid the use of OPANA ER in patients
with impaired consciousness or coma.

5.10 Difficulty in Swallowing and Risk for Obstruction in Patients at Risk for a Small
Gastrointestinal Lumen

There have been post-marketing reports of difficulty in swallowing Opana ER tablets. These reports
included choking, gagging, regurgitation and tablets stuck in the throat. Instruct patients not to pre-soak,
lick or otherwise wet Opana ER tablets prior to placing in the mouth, and to take one tablet at a time with
enough water to ensure complete swallowing immediately after placing in the mouth.

There have beenrare post-marketing reports of cases of intestinal obstruction, some of which have
required medical intervention to remove the tablet. Patients with underlying GI disorders such as
esophageal cancer or colon cancer with a small gastrointestinal lumen are at greater risk of developing
these complications. Consider use of an alternative analgesic in patients who have difficulty
swallowing and patients at risk for underlying GI disorders resulting in a small gastrointestinal lumen.

5.11 Use in Patients with Gastrointestinal Conditions

OPANA ER is contraindicated in patients with paralytic ileus. Avoid the use of OPANA ER in patients
with other GI obstruction.

The oxymorphone in OPANA ER may cause spasm of the sphincter of Oddi. Monitor patients with
biliary tract disease, including acute pancreatitis, for worsening symptoms. Opioids may cause
increases in the serum amylase.

5.12 Use in Patients with Convulsive or Seizure Disorders

The oxymorphone in OPANA ER may aggravate convulsions in patients with convulsive disorders, and
may induce or aggravate seizures in some clinical settings. Monitor patients with a history of seizure
disorders for worsened seizure control during OPANA ER therapy.

5.13 Avoidance of Withdrawal

void the use of mixed agonist/antagonist (i.e., pentazocine, nalbuphine, and butorphanol) and partial
agonist (buprenorphine) analgesics in patients who have received or are receiving a course of therapy

ith an opioid agonist analgesic, including OPANA ER. Inthese patients, mixed agonists/antagonist and
partial agonist analgesics may reduce the analgesic effect and/or may precipitate withdrawal symptoms.

When discontinuing OPANA ER, gradually taper the dose [see Dosage and Administration (2.3)]. Do not
abruptly discontinue OPANA ER.

5.14 Driving and Operating Machinery

OPANA ER may impair the mental or physical abilities needed to perform potentially hazardous
activities such as driving a car or operating machinery. Warn patients not to drive or operate dangerous
machinery unless they are tolerant to the effects of OPANA ER and know how they will react to the
medication.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed elsewhere in the labeling:
Addiction, Abuse, and Misuse [see Warnings and Precautions (5.1)]

Life Threatening Respiratory Depression [see Warnings and Precautions (5.2)]
Neonatal Opioid Withdrawal Syndrome [see Warnings and Precautions (5.3)]
Interactions with Other CNS Depressants [see Warnings and Precautions (5.4)]
Hypotensive Effect [see Warnings and Precautions (5.8)]

Gastrointestinal Effects [see Warnings and Precautions (5.10, 5.11)]

Seizures [see Warnings and Precautions (5.12)]

6.1 Clinical Trial Experience



Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in clinical practice.

The safety of oxymorphone hydrochloride extended-release tablets was evaluated in a total of 2011
patients in open-label and controlled clinical trials. The clinical trials enrolled of patients with
moderate to severe chronic non-malignant pain, cancer pain, and post surgical pain. The most common
serious adverse events reported with administration of oxymorphone hydrochloride extended-release
tablets were chest pain, pneumonia and vomiting.

Tables 1 and 2 list the most frequently occurring adverse reactions (in at least 5% of patients) from the
placebo-controlled trials in patients with low back pain.

Table 1: Treatment-Emergent Adverse Reactions Reported in 25% of Patients During the Open-
Label Titration Period and Double-Blind Treatment Period by Preferred Term —Number (%) of
Treated Patients (12-Week Study In Opioid-Naive Patients with Low Back Pain)

Open-Label Titration Period Double-Blind Treatment Period
Oxymorphone Hydrochloride Oxymorphone Hydrochloride Placebo
Extended-Release Tablets Extended-Release Tablets

Preferred (N =325) (N =105) (N=
Term 100)
Constipation 26% 7% 1%
Somnolence 19% 2% 0%
Nausea 18% 11% 9%
Dizziness 11% 5% 3%
Headache 11% 4% 2%
Pruritus 7% 3% 1%

Table 2: Treatment-Emergent Adverse Reactions Reported in >5% of Patients During the Open-
Label Titration Period and Double-Blind Treatment Period by Preferred Term —Number (%) of
Treated Patients (12-Week Study In Opioid-Experienced Patients with Low Back Pain)

Open-Label Titration Period Double-Blind Treatment Period
Oxymorphone Hydrochloride Oxymorphone Hydrochloride Placebo
Extended-Release Tablets Extended-Release Tablets
Preferred (N = 250) (N=70) (N=
Term 72)
Nausea 20% 3% 1%
Constipation 12% 6% 1%
Headache 12% 3% 0%

Somnolence 11% 3% 0%



Vomiting 9% 0% 1%
Pruritus 8% 0% 0%
Dizziness 6% 0% 0%

The following table lists adverse reactions that were reported in at least 2% of patients in placebo-
controlled trials (N=5).

Table 3: Adverse Reactions Reported in Placebo-Controlled Clinical Trials with Incidence >2%
in Patients Receiving Oxymorphone Hydrochloride Extended-Release Tablets

MedDRA Preferred Term Oxymorphone Hydrochloride Extended-Release Tablets Placebo

(N=1259) (N=461)
Nausea 33% 13%
Constipation 28% 13%
Dizziness (Excl Vertigo) 18% 8%
Somnolence 17% 2%
Vomiting 16% 4%
Pruritus 15% 8%
Headache 12% 6%
Sweating increased 9% 9%
Dry mouth 6% <1%
Sedation 6% 8%
Diarrhea 4% 6%
Insomnia 4% 2%
Fatigue 4% 1%
Appetite decreased 3% <1%
Abdominal pain 3% 2%

The common (>1% to <10%) adverse drug reactions reported at least once by patients treated with
oxymorphone hydrochloride extended-release tablets in the clinical trials organized by MedDRA’s
(Medical Dictionary for Regulatory Activities) System Organ Class and not represented in Table 1
were:

Eye disorders: vision blurred
Gastrointestinal disorders: diarrhea, abdominal pain, dyspepsia

General disorders and administration site conditions: dry mouth, appetite decreased, fatigue, lethargy,
weakness, pyrexia, dehydration, weight decreased, edema

Nervous system disorders: insomnia



Psychiatricdisorders: anxiety, confusion, disorientation, restlessness, nervousness, depression
Respiratory, thoracic and mediastinal disorders: dyspnea
Vascular disorders: flushing and hypertension

Other less common adverse reactions known with opioid treatment that were seen <1% in the
oxymorphone hydrochloride extended-release tablets trials include the following: Bradycardia,
palpitation, syncope, tachycardia, postural hypotension, miosis, abdominal distention, ileus, hot flashes,
allergic reactions, hypersensitivity, urticaria, oxygen saturation decreased, central nervous system
depression, depressed level of consciousness, agitation, dysphoria, euphoric mood, hallucination,
mental status changes, difficult micturition, urinary retention, hypoxia, respiratory depression,
respiratory distress, clamminess, dermatitis, hypotension.

6.2 Post-marketing Experience

The following adverse reactions have been identified during post approval use of OPANA ER.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Nervous system disorder: amnesia, convulsion, memory impairment

7 DRUG INTERACTIONS

7.1 Alcohol

Concomitant use of alcohol with OPANA ER canresult in anincrease of oxymorphone plasma levels
and potentially fatal overdose of oxymorphone. Instruct patients not to consume alcoholic beverages or
use prescription or non-prescription products containing alcohol while on OPANA ER therapy [see
Clinical Pharmacology (12.3)].

7.2 CNS Depressants

The concomitant use of OPANA ER with other CNS depressants including sedatives, hypnotics,
tranquilizers, general anesthetics, phenothiazines, other opioids, and alcohol canincrease the risk of
respiratory depression, profound sedation, coma and death. Monitor patients receiving CNS depressants
and OPANA ER for signs of respiratory depression, sedation and hypotension.

When combined therapy with any of the above medications is considered, the dose of one or both agents
should be reduced [see Dosage and Administration (2.2) and Warnings and Precautions (5.4)].

7.3 Interactions with Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics

Mixed agonist/antagonist analgesics (i.e., pentazocine, nalbuphine, and butorphanol) and partial agonists
(buprenorphine) may reduce the analgesic effect of OPANA ER or precipitate withdrawal symptoms.
Avoid the use of mixed agonist/antagonist and partial agonist analgesics in patients receiving OPANA
ER.

7.4 Muscle Relaxants

Oxymorphone may enhance the neuromuscular blocking action of skeletal muscle relaxants and produce
anincreased degree of respiratory depression. Monitor patients receiving muscle relaxants and
OPANA ER for signs of respiratory depression that may be greater than otherwise expected.

7.5 Cimetidine

Cimetidine can potentiate opioid-induced respiratory depression. Monitor patients for respiratory
depression when OPANA ER and cimetidine are used concurrently.

7.6 Anticholinergics

Anticholinergics or other medications with anticholinergic activity when used concurrently with opioid
analgesics may result inincreased risk of urinary retention and/or severe constipation, which may lead
to paralytic ileus. Monitor patients for signs of respiratory and central nervous system depression when
OPANA ER is used concurrently with anticholinergic drugs.



8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Clinical Considerations

Fetal/neonatal adverse reactions

Prolonged use of opioid analgesics during pregnancy for medical or nonmedical purposes canresult in
physical dependence in the neonate and neonatal opioid withdrawal syndrome shortly after birth.
Observe newborns for symptoms of neonatal opioid withdrawal syndrome, such as poor feeding,
diarrhea, irritability, tremor, rigidity, and seizures, and manage accordingly [see Warnings and
Precautions (5.3)].

Teratogenic Effects- Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. OPANA ER should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Oxymorphone hydrochloride administration did not cause malformations at any doses evaluated during
developmental toxicity studies inrats (<25 mg/kg/day) or rabbits (<50 mg/kg/day). These doses are ~3-
fold and ~12-fold the human dose of 40 mg every 12 hours, based on body surface area. There were
no developmental effects inrats treated with 5 mg/kg/day or rabbits treated with 25 mg/kg/day. Fetal
weights were reduced inrats and rabbits given doses of >10 mg/kg/day and 50 mg/kg/day, respectively.
These doses are ~1.2-fold and ~12-fold the human dose of 40 mg every 12 hours based on body
surface area, respectively. There were no effects of oxymorphone hydrochloride on intrauterine
survival inrats at doses <25 mg/kg/day, or rabbits at <50 mg/kg/day in these studies (see Non-
teratogenic Effects, below). Ina study that was conducted prior to the establishment of Good
Laboratory Practices (GLP) and not according to current recommended methodology, a single
subcutaneous injection of oxymorphone hydrochloride on gestation day 8 was reported to produce
malformations in offspring of hamsters that received 15.5-fold the human dose of 40 mg every 12 hours
based onbody surface area. This dose also produced 20% maternal lethality.

Non-teratogenic Effects

Oxymorphone hydrochloride administration to female rats during gestation in a pre- and postnatal
developmental toxicity study reduced mean litter size (18%) at a dose of 25 mg/kg/day, attributed to an
increased incidence of stillborn pups. Anincrease in neonatal death occurred at >5 mg/kg/day. Post-
natal survival of the pups was reduced throughout weaning following treatment of the dams with 25
mg/kg/day. Low pup birth weight and decreased postnatal weight gain occurred in pups born to
oxymorphone-treated pregnant rats given a dose of 25 mg/kg/day. This dose is ~3-fold higher than the
human dose of 40 mg every 12 hours on a body surface area basis.

8.2 Labor and Delivery

Opioids cross the placenta and may produce respiratory depression in neonates. OPANA ER is not for
use in women during and immediately prior to labor, when shorter acting analgesics or other analgesic
techniques are more appropriate. Opioid analgesics can prolong labor through actions that temporarily
reduce the strength, duration, and frequency of uterine contractions. However this effect is not
consistent and may be offset by an increased rate of cervical dilatation, which tends to shorten labor.

8.3 Nursing Mothers

It is not known whether oxymorphone is excreted in human milk. Because many drugs, including some
opioids, are excreted in human milk, caution should be exercised when OPANA ER is administered to a
nursing woman. Monitor infants who may be exposed to OPANA ER through breast milk for excess
sedation and respiratory depression. Withdrawal symptoms can occur in breast-fed infants when
maternal administration of an opioid analgesic is stopped, or when breast-feeding is stopped.

8.4 Pediatric Use

The safety and effectiveness of OPANA ER in patients below the age of 18 years have not been
established.



8.5 Geriatric Use

Of the total number of subjects in clinical studies of oxymorphone hydrochloride extended-release
tablets, 27% were 65 and over, while 9% were 75 and over. No overall differences in effectiveness
were observed between these subjects and younger subjects. There were several adverse events that
were more frequently observed in subjects 65 and over compared to younger subjects. These adverse
events included dizziness, somnolence, confusion, and nausea. On average, age greater than 65 years
was associated with a 1.4-fold increase in oxymorphone AUC and a 1.5-fold increase in Cyy . Initiate
dosing with OPANA ER in patients 65 years of age and over using the 5 mg dose and monitor closely
for signs of respiratory and central nervous system depression when initiating and titrating OPANA ER.
For patients on prior opioid therapy, start at 50% of the starting dose for a younger patient on prior
opioids and titrate slowly.

8.6 Hepatic Impairment

Patients with mild hepatic impairment have an increase in oxymorphone bioavailability of 1.6-fold. In
opioid-naive patients with mild hepatic impairment, initiate OPANA ER using the 5 mg dose and monitor
closely for respiratory and central nervous system depression. OPANA ER is contraindicated for
patients with moderate and severe hepatic impairment [see Contraindications (4), Warnings and
Precautions (5.7), and Dosage and Administration (2.5)]. For patients on prior opioid therapy, start at the
50% of the dose for that a patient with normal hepatic function on prior opioids and titrate slowly.

8.7 Renal Impairment

Patients with moderate to severe renal impairment were shown to have an increase in oxymorphone
bioavailability ranging from 57-65% [see Clinical Pharmacology (12.3)]. Start opioid-naive patients with
the 5 mg dose of OPANA ER and titrate slowly while closely monitoring for respiratory and central
nervous system depression [see Dosage and Administration (2.6)]. For patients on prior opioid therapy,
start at 50% of the dose for a patient with normal renal function on prior opioids and titrate slowly.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

OPANA ER contains oxymorphone, a Schedule II controlled substance with an abuse liability similar to
other opioids includingfentanyl, hydromorphone, methadone, morphine, oxycodone and tapentadol.
OPANA ER can be abused and is subject to criminal diversion [see Warnings and Precautions (5.1)].

The high drug content in extended release formulations adds to the risk of adverse outcomes from
abuse and misuse.

9.2 Abuse

All patients treated with opioids require careful monitoring for signs of abuse and addiction, since use
of opioid analgesic products carries the risk of addiction even under appropriate medical use.

Drug abuse is the intentional non-therapeutic use of an over-the-counter or prescription drug, even
once, for its rewarding psychological or physiological effects. Drug abuse includes, but is not limited
to the following examples: the use of a prescription or over-the counter drug to get ”high”, or the use
of steroids for performance enhancement and muscle build up.

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop after
repeated substance use and include: a strong desire to take the drug, difficulties in controlling its use,
persisting inits use despite harmful consequences, a higher priority given to drug use than to other
activities and obligations, increased tolerance , and sometimes a physical withdrawal.

"Drug seeking" behavior is very common to addicts and drug abusers. Drug-seeking tactics include
emergency calls or visits near the end of office hours, refusal to undergo appropriate examination,
testing or referral, repeated claims of loss of prescriptions, tampering with prescriptions and reluctance
to provide prior medical records or contact information for other treating physician(s). “Doctor
shopping” (visiting multiple prescribers) to obtain additional prescriptions is common among drug
abusers and people suffering from untreated addiction. Preoccupation with achieving adequate pain
relief can be appropriate behavior in a patient with poor pain control.



Abuse and addiction are separate and distinct from physical dependence and tolerance. Physicians
should be aware that addiction may not be accompanied by concurrent tolerance and symptoms of
physical dependence in all addicts. In addition, abuse of opioids can occur in the absence of true

addiction.

OPANA ER, like other opioids, can be diverted for non-medical use into illicit channels of distribution.
Careful record-keeping of prescribing information, including quantity, frequency, and renewal requests
as required by state law, is strongly advised.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and
proper dispensing and storage are appropriate measures that help to reduce abuse of opioid drugs.

Risks Specific to Abuse of OPANA ER

OPANA ER is for oral use only. Abuse of OPANA ER poses arisk of overdose and death. This riskis
increased with concurrent abuse of OPANA ER with alcohol and other substances. Taking cut, broken,
chewed, crushed, or dissolved OPANA ER enhances drug release and increases the risk of over dose
and death.

With parenteral abuse, cases of thrombotic microangiopathy (a condition characterized clinically by
thrombocytopenia and microangiopathic hemolytic anemia) have been reported; many cases resulted in
hospitalization and treatment with plasmapheresis. Parenteral drug abuse is commonly associated with
transmission of infectious diseases such as hepatitis and HIV.

9.3 Dependence

Both tolerance and physical dependence can develop during chronic opioid therapy. Tolerance is the
need for increasing doses of opioids to maintain a defined effect such as analgesia (in the absence of
disease progression or other external factors). Tolerance may occur to both the desired and undesired
effects of drugs, and may develop at different rates for different effects.

Physical dependence results in withdrawal symptoms after abrupt discontinuation or a significant dose
reduction of a drug. Withdrawal also may be precipitated through the administration of drugs with
opioid antagonist activity, e.g., naloxone, nalmefene, mixed agonist/antagonist analgesics (pentazocine,
butorphanol, nalbuphine), or partial agonists (buprenorphine). Physical dependence may not occur to a
clinically significant degree until after several days to weeks of continued opioid usage.

OPANA ER should not be abruptly discontinued [see Dosage and Administration (2.3)]. If OPANA ER is
abruptly discontinued in a physically-dependent patient, an abstinence syndrome may occur. Some or all
of the following can characterize this syndrome: restlessness, lacrimation, rhinorrhea, yawning,
perspiration, chills, myalgia, and mydriasis. Other signs and symptoms also may develop, including:
irritability, anxiety, backache, joint pain, weakness, abdominal cramps, insomnia, nausea, anorexia,
vomiting, diarrhea, or increased blood pressure, respiratory rate, or heart rate.

Infants born to mothers physically dependent on opioids will also be physically dependent and may
exhibit respiratory difficulties and withdrawal symptoms [see Use in Specific Populations (8.2)].

10 OVERDOSAGE
Clinical Presentation

Acute overdosage with oxymorphone is manifested by respiratory depression, somnolence progressing
to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted pupils, and, sometimes,
pulmonary edema, bradycardia, hypotension, and death. Marked mydriasis rather than miosis may be seen
due to severe hypoxia in overdose situations.

Treatment of Overdose

In case of overdose, priorities are the re-establishment of a patent and protected airway and institution
of assisted or controlled ventilation if needed. Employ other supportive measures (including oxygen,
vasopressors) in the management of circulatory shock and pulmonary edema as indicated. Cardiac arrest
or arrhythmias will require advanced life support techniques.

The opioid antagonists, naloxone or nalmefene, are specific antidotes to respiratory depression
resulting from opioid overdose. Opioid antagonists should not be administered in the absence of



clinically significant respiratory or circulatory depression secondary to oxymorphone overdose. Such
agents should be administered cautiously to patients who are known, or suspected to be, physically
dependent on OPANA ER. Insuch cases, an abrupt or complete reversal of opioid effects may
precipitate an acute withdrawal syndrome.

Because the duration of reversal would be expected to be less than the duration of action of
oxymorphone in OPANA ER, carefully monitor the patient until spontaneous respiration is reliably re-
established. OPANA ER will continue to release oxymorphone adding to the oxymorphone load for up
to 24 hours after administration, necessitating prolonged monitoring. If the response to opioid
antagonists is suboptimal or not sustained, additional antagonist should be given as directed in the
product’s prescribing information.

In an individual physically dependent on opioids, administration of an opioid receptor antagonist may
precipitate an acute withdrawal. The severity of the withdrawal produced will depend on the degree of
physical dependence and the dose of the antagonist administered. If a decisionis made to treat serious
respiratory depression in the physically dependent patient, administration of the antagonist should be
begun with care and by titration with smaller than usual doses of the antagonist.

11 DESCRIPTION

OPANA ER extended-release tablets are for oral use and contain oxymorphone, a semi-synthetic opioid
analgesic. OPANA ER extended-release tablets are supplied in 5 mg, 7.5 mg, 10 mg, 15 mg, 20 mg, 30
mg, and 40 mg tablet strengths for oral administration. The tablet strength describes the amount of
oxymorphone hydrochloride per tablet.

The tablets contain the following inactive ingredients: hypromellose, polyethylene oxide, polyethylene
glycol, a-tocopherol, citric acid, polyvinyl alcohol, titanium dioxide, macrogol and talc.

In addition, the 5 mg, 7.5 mg and 30 mg tablets contain iron oxide red. The 7.5 mg tablets contain iron
oxide black, and iron oxide yellow. The 10 mg tablets contain FD&C yellow No. 6. The 20 mg tablets
contain FD&C blue No. 1, FD&C yellow No. 6, and D&C yellow No. 10. The 40 mg tablets contain
FD&C yellow No. 6, and D&C yellow No. 10.

The chemical name of oxymorphone hydrochloride is 4, 5a -epoxy-3, 14-dihydroxy-17-
methylmorphinan-6-one hydrochloride, a white or slightly off-white, odorless powder, which is
sparingly soluble in alcohol and ether, but freely soluble in water. The molecular weight of
oxymorphone hydrochloride is 337.80. The pKal and pKa2 of oxymorphone at 37°C are 8.17 and 9.54,
respectively. The octanol/aqueous partition coefficient at 37°C and pH 7.4 is 0.98.

The structural formula for oxymorphone hydrochloride is as follows:
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Oxymorphone Hydrochloride

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Oxymorphone, an opioid agonist, is relatively selective for the mu receptor, although it can interact
with other opioid receptors at higher doses.

The precise mechanism of analgesia, the principal therapeutic action of oxymorphone, is unknown.
Specific central nervous system (CNS) opiate receptors and endogenous compounds with morphine-like
activity have been identified throughout the brain and spinal cord and are likely to play a role in the
expression and perception of analgesic effects. Inaddition, opioid receptors have also been identified
within the peripheral nervous system (PNS). The role that these receptors play in these drugs’ analgesic
effects is unknown.

12.2 Pharmacodynamics

Concentration-Efficacy Relationships

The minimum effective plasma concentration of oxymorphone for analgesia varies widely among
patients, especially among patients who have been previously treated with agonist opioids. As a result,
individually titrate patients to achieve a balance between therapeutic and adverse effects. The minimum
effective analgesic concentration of oxymorphone for any individual patient may increase over time due
to an increase in pain, progression of disease, development of a new pain syndrome and/or potential
development of analgesic tolerance.

Concentration-Adverse Experience Relationships

There is a general relationship between increasing opioid plasma concentration and increasing
frequency of adverse experiences such as nausea, vomiting, CNS effects, and respiratory depression.

CNS Depressant/Alcohol Interaction




Additive pharmacodynamic effects may be expected when OPANA ER is used in conjunction with
alcohol, other opioids, or illicit drugs that cause central nervous system depression.

Effects on the Central Nervous System (CNS)

The principal therapeutic action of oxymorphone is analgesia. Oxymorphone causes respiratory
depression, in part by a direct effect on the brainstemrespiratory centers. The respiratory depression
involves a reduction in the responsiveness of the brain stemrespiratory centers to both increases in
carbon dioxide tension and electrical stimulation. Oxymorphone depresses the cough reflex by direct
effect on the cough center in the medulla.

Oxymorphone causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid overdose but
are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic origin may produce similar
findings). Marked mydriasis rather than miosis may be seen with hypoxia in overdose situations [see
Overdosage (10)]. Other therapeutic effects of oxymorphone include anxiolysis, euphoria, and feeling
of relaxation, drowsiness and changes in mood.

Effects on the Gastrointestinal Tract and on Other Smooth Muscle

Gastric, biliary and pancreatic secretions are decreased by oxymorphone. Oxymorphone causes a
reduction in motility and is associated with an increase in tone in the antrum of the stomach and
duodenum. Digestion of food in the small intestine is delayed and propulsive contractions are
decreased. Propulsive peristaltic waves in the colon are decreased, while tone is increased to the point
of spasm. The end result is constipation. Oxymorphone can cause a marked increase in biliary tract
pressure as a result of spasm of the sphincter of Oddi, and transient elevations in serum amylase.
Oxymorphone may also cause spasm of the sphincter of the urinary bladder.

Effects on the Cardiovascular System

Oxymorphone produces peripheral vasodilation which may result in orthostatic hypotension. Release of
histamine can occur and may contribute to opioid-induced hypotension. Manifestations of histamine
release may include orthostatic hypotension, pruritus, flushing, red eyes, and sweating.

Effects on the Endocrine System

Opioid agonists have been shown to have a variety of effects onthe secretion of hormones. Opioids
inhibit the secretion of ACTH, cortisol, and luteinizing hormone (LH) in humans. They also stimulate
prolactin, growth hormone (GH) secretion, and pancreatic secretion of insulin and glucagon.

Effects on the Imnmune System

Opioids have been shown to have a variety of effects on components of the immune system in in vitro
and animal models. The clinical significance of these findings is unknown.

12.3 Pharmacokinetics

Absorption

The absolute oral bioavailability of oxymorphone is approximately 10%.

Steady-state levels are achieved after three days of multiple dose administration. Under both single-
dose and steady-state conditions, dose proportionality has been established for the 5 mg, 10 mg, 20 mg,
and 40 mg doses of oxymorphone hydrochloride extended-release tablets, for both peak plasma levels
(Cmax) and extent of absorption (AUC) (see Table 4).

Table 4: Mean (+SD) Oxymorphone Hydrochloride Extended-Release Tablets Pharmacokinetic
Parameters

Regimen
Dosage Cmax AUC T 14
(ng/mL) (ng-hr/mL) (hr)
Single Dose 5mg 0.27+0.13 4.54+2.04 11.30+10.81
10 mg 0.65+0.29 8.94+4.16 9.83+5.68
20 mg 1.21+0.77 17.81+£7.22 9.89+3.21

40 mg 2.59£1.65 37.90£16.20 9.35£2.94



Multiple Dose? 5 mg 0.70£0.55 5.60+3.87 NA

10 mg 1.24+0.56 9.77+3.52 NA
20 mg 2.54£1.35 19.28+8.32 NA
40 mg 4.47+1.91 36.98+13.53 NA

NA =not applicable
aResults after 5 days of q12h dosing.

Food Effect

Two studies examined the effect of food on the bioavailability of single doses of 20 and 40 mg of
oxymorphone hydrochloride extended-release tablets in healthy volunteers. In both studies, after the
administration of oxymorphone hydrochloride extended-release tablets, the Cp,,x was increased by
approximately 50% in fed subjects compared to fasted subjects. A similar increase in Cp,5x was also
observed with oxymorphone solution.

The AUC was unchanged in one study and increased by approximately 18% in the other study in fed
subjects following the administration of oxymorphone hydrochloride extended-release tablets.
Examination of the AUC suggests that most of the difference between fed and fasting conditions occurs
in the first four hours after dose administration. After oral dosing with a single dose of 40 mg, a peak
oxymorphone plasma level of 2.8 ng/ml is achieved at 1hour in fasted subjects and a peak of 4.25 ng/ml
is achieved at 2 hours in fed subjects and that beyond the 12 hour time point, there is very little
difference inthe curves. As aresult, OPANA ER should be dosed at least one hour prior to or two
hours after eating [see Dosage and Administration (2.1, 2.2)].

Distribution
Formal studies on the distribution of oxymorphone in various tissues have not been conducted.
Oxymorphone is not extensively bound to human plasma proteins; binding is in the range of 10% to 12%.

Metabolism

Oxymorphone is highly metabolized, principally in the liver, and undergoes reduction or conjugation
with glucuronic acid to form both active and inactive metabolites. The two major metabolites of
oxymorphone are oxymorphone-3-glucuronide and 6-OH-oxymorphone. The mean plasma AUC for
oxymorphone-3-glucuronide is approximately 90-fold higher than the parent compound. The
pharmacologic activity of the glucuronide metabolite has not been evaluated. 6-OH-oxymorphone has
been shown in animal studies to have analgesic bioactivity. The mean plasma 6-OH-oxymorphone AUC
is approximately 70% of the oxymorphone AUC following single oral doses, but is essentially
equivalent to the parent compound at steady-state.

Excretion

Because oxymorphone is extensively metabolized, <1% of the administered dose is excreted unchanged
in the urine. On average, 33% to 38% of the administered dose is excreted in the urine as oxymorphone-
3-glucuronide and less than 1% excreted as 6-OH-oxymorphone in subjects with normal hepatic and
renal function. In animals given radiolabeled oxymorphone, approximately 90% of the administered
radioactivity was recovered within 5 days of dosing. The majority of oxymorphone-derived
radioactivity was found in the urine and feces.

Specific Populations

Geriatric Patients

The steady-state plasma concentrations of oxymorphone, 6-OH-oxymorphone, and oxymorphone-3-
glucuronide are approximately 40% higher in elderly subjects (3 65 years of age) than in young subjects
(18 to 40 years of age). On average, age greater than 65 years was associated with a 1.4-fold increase
in oxymorphone AUC and a 1.5-fold increase in Cy,x. This observation does not appear related to a
difference in body weight, metabolism, or excretion of oxymorphone [see Use in Specific Populations

(8.5)].
Gender

The effect of gender was evaluated following single- and multiple-doses of oxymorphone
hydrochloride extended-release tablets in male and female adult volunteers. There was a consistent



tendency for female subjects to have slightly higher AUCgg and Cyj,x values than male subjects;
however, gender differences were not observed when AUCg4 and Cy,,x were adjusted by body weight.

Hepatic Impairment

The bioavailability of orally administered oxymorphone is markedly increased in patients with moderate
to severe liver disease. The disposition of oxymorphone was compared in six patients with mild, five
patients with moderate, and one patient with severe hepatic impairment and 12 subjects with normal
hepatic function. The bioavailability of oxymorphone was increased by 1.6-fold in patients with mild
hepatic impairment and by 3.7-fold in patients with moderate hepatic impairment. In one patient with
severe hepatic impairment, the bioavailability was increased by 12.2-fold. The half-life of
oxymorphone was not significantly affected by hepatic impairment.

Renal Impairment

Data from a pharmacokinetic study involving 24 patients with renal dysfunction show an increase of
26%, 57%, and 65% in oxymorphone bioavailability in mild (creatinine clearance 51-80 mL/min; n=8),
moderate (creatinine clearance 30-50 mL/min; n=8), and severe (creatinine clearance <30 mL/min; n=8)
patients, respectively, compared to healthy controls.

Drug Interaction/Alcohol Interaction

Anin vivo study of the effect of alcohol (40%, 20%, 4% and 0%) on the bioavailability of a single dose
of 40 mg of oxymorphone hydrochloride extended-release tablets in healthy, fasted volunteers
demonstrated a highly variable effect on Cy,ax with concomitant administration of alcohol and
oxymorphone hydrochloride extended-release tablets. The change in C,x ranged froma decrease of
50% to anincrease of 270% across all conditions studied. Following administration of 240 mL of 40%
ethanol, the C;,5x increased on average by 70% and up to 270% in individual subjects. Following the
concomitant administration of 240 mL of 20% ethanol, the Cy,;x increased on average by 31% and up to
260% in individual subjects. Following the concomitant administration of 240 mL of 4 % ethanol, the
Cmax increased 7% on average and by as much as 110% for individual subjects. After oral dosing with
a single dose of 40 mg in fasted subjects, the mean peak oxymorphone plasma level is 2.4 ng/mL and the
median T, is 2 hours. Following co-administration of oxymorphone hydrochloride extended-release
tablets and alcohol (240 mL of 40% ethanol) in fasted subjects, the mean peak oxymorphone level is

3.9 ng/mL and the median T 5% is 1.5 hours (range 0.75 — 6 hours). The oxymorphone mean AUC was
13% higher after co-administration of 240 mL of 40% alcohol. The AUC was essentially unaffected in
subjects following the co-administration of oxymorphone hydrochloride extended-release tablets and
ethanol (240 mL of 20% or 4% ethanol).

In vitro studies have demonstrated that oxymorphone hydrochloride extended-release tablets does not
release oxymorphone more rapidly in 500 mL of 0.1N HCI solutions containing ethanol (4%, 20%, and
40%),

Instruct patients to avoid use of alcohol when taking OPANA ER.
In vitro studies revealed little to no biotransformation of oxymorphone to 6-OH-oxymorphone by any of

the major cytochrome P450 (CYP P450) isoforms at therapeutically relevant oxymorphone plasma
concentrations.

No inhibition of any of the major CYP P450 isoforms was observed when oxymorphone was incubated
with human liver microsomes at concentrations of <15.1 mg/mL. An inhibition of CYP3A4 activity
occurred at oxymorphone concentrations >45.3 mg/mL. Therefore, it is not expected that oxymorphone,
or its metabolites will act as inhibitors of any of the major CYP P450 enzymes in vivo.

Increases in the activity of the CYP 2C9 and CYP 3A4 isoforms occurred when oxymorphone was
incubated with human hepatocytes. However, clinical drug interaction studies with oxymorphone
hydrochloride extended-release tablets showed no induction of CYP450 3A4 or 2C9 enzyme activity,
indicating that no dose adjustment for CYP 3A4- or 2C9-mediated drug-drug interactions is required.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis and Mutagenesis and Impairment of Fertility

Carcinogenesis




Long-term studies have been completed to evaluate the carcinogenic potential of oxymorphone in both
Sprague-Dawley rats and CD-1 mice. Oxymorphone HCI was administered to Sprague-Dawley rats
(2.5, 5, and 10 mg/kg/day in males and 5, 10, and 25 mg/kg/day in females) for 2 years by oral gavage.
The systemic drug exposure (AUC ngeh/mL) at the 10 mg/kg/day in male rats was 0.34-fold and at the 25
mg/kg/day dose in female rats was 1.5-fold the human exposure at a dose of 260 mg/day. No evidence
of carcinogenic potential was observed inrats. Oxymorphone was administered to CD-1 mice (10, 25,
75 and 150 mg/kg/day) for 2 years by oral gavage. The systemic drug exposure (AUC ng<h/mL) at the
150 mg/kg/day dose in mice was 14.5-fold (in males) and 17.3-fold (in females) times the human
exposure at a dose of 260 mg/day. No evidence of carcinogenic potential was observed in mice.

Mutagenesis

Oxymorphone hydrochloride was not mutagenic when tested in the in vitro bacterial reverse mutation
assay (Ames test) at concentrations of <5270 mg/plate, or in an in vitro mammalian cell chromosome
aberration assay performed with human peripheral blood lymphocytes at concentrations <5000 mg/ml
with or without metabolic activation. Oxymorphone hydrochloride tested positive in both the rat and
mouse in vivo micronucleus assays. Anincrease in micronucleated polychromatic erythrocytes
occurred inmice given doses =250 mg/kg and inrats given doses of 20 and 40 mg/kg. A subsequent
study demonstrated that oxymorphone hydrochloride was not aneugenic in mice following
administration of up to 500 mg/kg. Additional studies indicate that the increased incidence of
micronucleated polychromatic erythrocytes inrats may be secondary to increased body temperature
following oxymorphone administration. Doses associated with increased micronucleated polychromatic
erythrocytes also produce a marked, rapid increase in body temperature. Pretreatment of animals with
sodium salicylate minimized the increase in body temperature and prevented the increase in
micronucleated polychromatic erythrocytes after administration of 40 mg/kg oxymorphone.

Impairment of Fertility

Oxymorphone hydrochloride did not affect reproductive function or sperm parameters in male rats at
any dose tested (<50 mg/kg/day). The highest dose tested is ~6-fold the human dose of 40 mg every 12
hours, based on body surface area. In female rats, an increase in the length of the estrus cycle and
decrease in the mean number of viable embryos, implantation sites and corpora lutea were observed at
doses of oxymorphone >10 mg/kg/day. The dose of oxymorphone associated with reproductive
findings in female rats is 1.2-fold the human dose of 40 mg every 12 hours based on a body surface
area. The dose of oxymorphone that produced no adverse effects onreproductive findings in female
rats is 0.6-fold the human dose of 40 mg every 12 hours on a body surface area basis.

14 CLINICAL STUDIES

The efficacy and safety of oxymorphone hydrochloride extended-release tablets have been evaluated in
double-blind, controlled clinical trials in opioid-naive and opioid-experienced patients with moderate to
severe pain including low back pain.

12-Week Study in Opioid-Naive Patients with Low Back Pain

Patients with chronic low back pain who were suboptimally responsive to their non-opioid therapy
entered a 4-week, open-label dose titration phase. Patients initiated therapy with two days of treatment
with oxymorphone hydrochloride extended-release tablets 5 mg, every 12 hours. Thereafter, patients
were titrated to a stabilized dose, at increments of 5 to 10 mg every 12 hours every 3 to 7 days. Of the
patients who were able to stabilize within the Open-Label Titration Period, the meantSD VAS score at
Screening was 69.4£11.8 mm and at Baseline (beginning of Double-Blind Period) were 18.5£11.2 mm
and 19.3+£11.3 mm for the oxymorphone ER and placebo groups, respectively. Sixty three percent of
the patients enrolled were able to titrate to a tolerable dose and were randomized into a 12-week
double-blind treatment phase with placebo or their stabilized dose of oxymorphone hydrochloride
extended-release tablets. The meantSD stabilized doses were 39.2+26.4 mg and 40.9+25.3 mg for the
oxymorphone hydrochloride extended-release tablets and placebo groups, respectively; total daily
doses ranged from 10 to 140 mg. During the first 4 days of double-blind treatment patients were
allowed an unlimited number of OPANA, an immediate-release (IR) formulation of oxymorphone, 5 mg
tablets, every 4-6 hours as supplemental analgesia; thereafter the number of OPANA was limited to two
tablets per day. This served as a tapering method to minimize opioid withdrawal symptoms in placebo
patients. Sixty-eight percent of patients treated with oxymorphone hydrochloride extended-release



tablets completed the 12-week treatment compared to 47% of patients treated with placebo.
Oxymorphone hydrochloride extended-release tablets provided superior analgesia compared to
placebo. The analgesic effect of oxymorphone hydrochloride extended-release tablets was maintained
throughout the double-blind treatment period in 89% of patients who completed the study. These
patients reported a decrease, no change, or a <10 mmincrease in VAS score from Day 7 until the end of
the study.

The proportion of patients with various degrees of improvement from screening to study endpoint is
shownin Figure 1. The figure is cumulative, so that patients whose change frombaseline is, for
example, 30%, are also included at every level of improvement below 30%. Patients who did not
complete the study were assigned 0% improvement.

Figure 1: Percent Reduction in Average Pain Intensity from Screening to Final Visit
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12-Week Study in Opioid-Experienced Patients with Low Back Pain

Patients on chronic opioid therapy entered a 4-week, open-label titration phase with oxymorphone
hydrochloride extended-release tablets dosed every 12 hours at an approximated equianalgesic dose of
their pre-study opioid medication. Of the patients who were able to stabilize within the OpenllLabel
Titration Period, the meantSD VAS score at Screening was 69.5+17.0 mm and at Baseline (beginning of
Double-Blind Period) were 23.9+12.1 mm and 22.2+10.8 mm for the oxymorphone ER and placebo
groups, respectively. Stabilized patients entered a 120week double-blind treatment phase with placebo
or their stabilized dose of oxymorphone hydrochloride extended-release tablets. The meantSD
stabilized doses were 80.9+59.3 mg and 93.3+61.3 mg for the oxymorphone hydrochloride extended-
release tablets and placebo groups, respectively; total daily doses ranged from 20-260 mg. During the
first 4 days of double-blind treatment, patients were allowed an unlimited number of OPANA 5 mg
tablets, every 4-6 hours as supplemental analgesia; thereafter the number of OPANA was limited to two
tablets per day. This served as a tapering method to minimize opioid withdrawal symptoms in placebo
patients. Fifty seven percent of patients were titrated to a stabilized dose within approximately 4 weeks
of oxymorphone hydrochloride extended-release tablets dose titration. Seventy percent of patients
treated with oxymorphone hydrochloride extended-release tablets and 26% of patients treated with
placebo completed the 12-week treatment. Oxymorphone hydrochloride extended-release tablets
provided superior analgesia compared to placebo. The analgesic effect of oxymorphone hydrochloride
extended-release tablets was maintained throughout the double-blind treatment period in 80 % of
patients who completed the study. These patients reported a decrease, no change, or a <10 mm increase
in VAS score from Day 7 until the end of the study.

The proportion of patients with various degrees of improvement from screening to study endpoint is
shown in Figure 2. The figure is cumulative, so that patients whose change frombaseline is, for
example, 30%, are also included at every level of improvement below 30%. Patients who did not
complete the study were assigned 0% improvement.

Figure 2: Percent Reduction in Average Pain Intensity from Screening to Final Visit
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16 HOW SUPPLIED/STORAGE AND HANDLING
OPANA ER tablets are supplied as follows:

5mg
Pink, round, film-coated, biconcave extended-release tablets debossed with an “E” on one side and a “5”
on the other side.

Bottles of 60 with child-resistant closure NDC 63481-812-60
Bottles of 100 with child-resistant closure NDC 63481-812-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-812-20

7.5mg
Gray, round, film coated, biconcave extended-release tablets debossed with an “E” on one side and a “7
1% on the other side.

Bottles of 60 with child-resistant closure NDC 63481-813-60
Bottles of 100 with child-resistant closure NDC 63481-813-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-813-20

10 mg
Light orange, round, film-coated, biconcave extended-release tablets debossed with an “E” on one side
and a “10” on the other side.

Bottles of 60 with child-resistant closure NDC 63481-814-60
Bottles of 100 with child-resistant closure NDC 63481-814-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-814-20

15 mg
White, round, film-coated, biconcave extended-release tablets debossed with an “E” on one side and a
“15” on the other side.

Bottles of 60 with child-resistant closure NDC 63481-815-60
Bottles of 100 with child-resistant closure NDC 63481-815-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-815-20



20 mg
Light green, round, film-coated, biconcave extended-release tablets debossed with an “E” on one side
and a “20” onthe other side.

Bottles of 60 with child-resistant closure NDC 63481-816-60
Bottles of 100 with child-resistant closure NDC 63481-816-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-816-20

30 mg
Red, round, film-coated, biconcave extended-release tablets debossed with an “E” on one side and a
“30” onthe other side.

Bottles of 60 with child-resistant closure NDC 63481-817-60
Bottles of 100 with child-resistant closure NDC 63481-817-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-817-20

40 mg
Light yellow to pale yellow, round, film-coated, biconcave extended-release tablets debossed with an
“E” onone side and a “40” on the other side.

Bottles of 60 with child-resistant closure NDC 63481-818-60
Bottles of 100 with child-resistant closure NDC 63481-818-70
Unit-Dose package of 20 tablets

(2 blister cards of 10 tablets, not child-resistant,

for hospital use only) NDC 63481-818-20

Store at 25°C (77°F); excursions permitted to 15°-30°C (59°-86°F). [See USP Controlled Room
Temperature].

Dispense in tight container as defined in the USP, with a child-resistant closure (as required).

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Addiction, Abuse, and Misuse

Inform patients that the use of OPANA ER, even when taken as recommended, can result in addiction,
abuse, and misuse, which canlead to overdose or death [see Warnings and Precautions (5.1)]. Instruct
patients not to share OPANA ER with others and to take steps to protect OPANA ER from theft or
misuse.

Life-threatening Respiratory Depression

Inform patients of the risk of life-threatening respiratory depression, including information that the risk
is greatest when starting OPANA ER or when the dose is increased, and that it can occur even at
recommended doses [see Warnings and Precautions (5.2)]. Advise patients how to recognize respiratory
depression and to seek medical attention if breathing difficulties develop.

Accidental Ingestion

Inform patients that accidental ingestion, especially in children, may result in respiratory depression or
death [see Warnings and Precautions (5.2)]. Instruct patients to take steps to store OPANA ER securely
and to dispose of unused OPANA ER by flushing the tablets down the toilet.

Neonatal Opioid Withdrawal Syndrome

Inform female patients of reproductive potential that prolonged use of OPANA ER during pregnancy
canresult in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and
treated [see Warnings and Precautions (5.3)].

Interactions with Alcohol and other CNS Depressants

Instruct patients not to consume alcoholic beverages, as well as prescription and over-the-counter



producté that contain alcohol, during treatment with OPANA ER. The CAo—ingestion of alcohol with
OPANA ER may result inincreased plasma levels and a potentially fatal overdose of oxymorphone [see
Warnings and Precautions (5.4)].

Inform patients that potentially serious additive effects may occur if OPANA ER is used with alcohol
or other CNS depressants, and not to use such drugs unless supervised by a health care provider.

Important Administration Instructions

Instruct patients how to properly take OPANA ER, including the following:
e Swallowing OPANA ER tablets whole
® Not crushing, chewing, or dissolving the tablets
e (QOccasionally, the inactive ingredients of OPANA ER may be eliminated as a soft mass in the stool
that may resemble the original tablet. Patients should be informed that the active medication has
already been absorbed by the time the patient sees the soft mass.
e Using OPANA ER exactly as prescribed to reduce the risk of life-threatening adverse reactions
(e.g., respiratory depression)
e Not discontinuing OPANA ER without first discussing the need for a tapering regimen with the
prescriber
® Do not pre-soak, lick or otherwise wet the tablet prior to placing in the mouth.
e To take each tablet with enough water to ensure complete swallowing immediately after placing in
mouth.

Hypotension

Inform patients that OPANA ER may cause orthostatic hypotension and syncope. Instruct patients how
to recognize symptoms of low blood pressure and how to reduce the risk of serious consequences
should hypotension occur (e.g., sit or lie down, carefully rise froma sitting or lying position).

Driving or Operating Heavy Machinery

Inform patients that OPANA ER may impair the ability to perform potentially hazardous activities such
as driving a car or operating heavy machinery. Advise patients not to perform such tasks until they know
how they will react to the medication.

Constipation

Advise patients of the potential for severe constipation, including management instructions and when to
seek medical attention.

Anaphylaxis

Inform patients that anaphylaxis has been reported with ingredients contained in OPANA ER. Advise
patients how to recognize such a reaction and when to seek medical attention.

Pregnancy

Advise female patients that OPANA ER can cause fetal harm and to inform the prescriber if they are
pregnant or plan to become pregnant.

Disposal of Unused OPANA ER
Advise patients to flush the unused tablets down the toilet when OPANA ER is no longer needed.

Manufactured for:
Endo Pharmaceuticals Inc.
Malvern, PA 19355

Manufactured by:
Pharmaceuticals Manufacturing Research Services Inc.
Horsham, PA 19044

INTAC® is aregistered trademark of the Griinenthal Group
© 2014 Endo Pharmaceuticals Inc. All rights reserved.
114044



Medication Guide
OPANA®ER (O-pan-a)(oxymorphone hydrochloride) extended-release tablets, for oral use, CII
OPANA ER is:
® A strong prescription pain medicine that contains an opioid (narcotic) that is used to manage pain
severe enough to require daily around-the-clock, long-term treatment with an opioid, when other
pain treatments such as non-opioid pain medicines or immediate-release opioid medicines do not
treat your pain well enough or you cannot tolerate them.
® A long-acting (extended-release) opioid pain medicine that can put you at risk for overdose and
death. Evenif you take your dose correctly as prescribed you are at risk for opioid addiction,
abuse, and misuse that canlead to death.
e Not for use to treat pain that is not around-the-clock.

Important information about OPANA ER:

e Get emergency help right away if you take too much OPANA ER (overdose). When you first
start taking OPANA ER, when your dose is changed, or if you take too much (overdose), serious or
life-threatening breathing problems that can lead to death may occur.

e Never give anyone your OPANA ER. They could die from taking it. Store OPANA ER away from
children and in a safe place to prevent stealing or abuse. Selling or giving away OPANA ER is
against the law.

Do not take OPANA ER if you have:
® severe asthma, trouble breathing, or other lung problems.
e abowel blockage or have narrowing of the stomach or intestines.

Before taking OPANA ER, tell your healthcare provider if you have a history of:
® head injury, seizures e liver, kidney, thyroid problems
e problems urinating e pancreas or gallbladder problems
e abuse of street or prescription drugs, alcohol addiction, or mental health problems.

Tell your healthcare provider if you are:
¢ pregnant or planning to become pregnant. Prolonged use of OPANA ER during pregnancy can
cause withdrawal symptoms in your newborn baby that could be life-threatening if not recognized
and treated.
¢ breastfeeding. OPANA ER passes into breast milk and may harm your baby.
e taking prescription or over-the-counter medicines, vitamins, or herbal supplements. Taking
OPANA ER with certain other medicines can cause serious side effects.

When taking OPANA ER:

e Do not change your dose. Take OPANA ER exactly as prescribed by your healthcare provider.

e Take your prescribed dose every 12 hours at the same time every day on an empty stomach, at least
1 hour before or 2 hours after meals. Do not take more than your prescribed dose in 24 hours. If
you miss a dose, take your next dose at your usual time.

e Swallow OPANA ER whole. Do not cut, break, chew, crush, dissolve, snort, or inject OPANA ER
because this may cause you to overdose and die.

e To avoid choking on the tablet OPANA ER should be taken 1 tablet at a time. Do not pre-soak, lick,
or wet the tablet before placing in your mouth.

e Call your healthcare provider if the dose you are taking does not control your pain.

¢ Do not stop taking OPANA ER without talking to your healthcare provider.

e After you stop taking OPANA ER, flush any unused tablets down the toilet.

While taking OPANA ER DO NOT:
® Drive or operate heavy machinery,until you know how OPANA ER affects you. OPANA ER can
make you sleepy, dizzy, or lightheaded.
e Drink alcohol or use prescription or over-the-counter medicines that contain alcohol. Using
products containing alcohol during treatment with OPANA ER may cause you to overdose and die.

The possible side effects of OPANA ER:



® constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain.

Call your healthcare provider if you have any of these symptoms and they are severe.
Get emergency medical help if you have:
e trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue or
throat, extreme drowsiness, light-headedness when changing positions, or you are feeling faint.

These are not all the possible side effects of OPANA ER. Call your doctor for medical advice about
side effects. You may report side effects to FDA at 1-800-FDA-1088.For more information go to
dailymed.nlm.nih.gov

Manufactured for: Endo Pharmaceuticals Inc., Malvern, PA 19355, www.endo.comor call 1-800-462-
3636

OPANA® is aregistered trademark of Endo Pharmaceuticals Inc.

This Medication Guide has been approved by the U.S. Food and Drug Adminis tration.
Issue: April 2014

114045
5
rg’i:‘m“{f:‘m”;‘;;'j shiaile. smg  NOC63481-812-60 60 tablets .
Ul Dosages See paclage nsert Twice-A-Day (every 12 hours) ——

fior complete presaibng information.

Swallow Tablets Whole. Tablets &
e OpaNQ® £R
Chewed, Grushed, or Dissobved

Storeat 25°C (T7°F} sxaursions {uwmnrphuna hydrochloride)

pmitedts 1FFLEST. - Extended-Release Tablets
Despense ina tight, light -resistant

urvamished area

antaineras defined in the USE with i
3 dhild-reselant dosere as required). ﬁ
Wanufactamd for =
Endo Phamaceuticals Inc. Dispense Actompanying
Wabvem, PA 19335 Medication Guide To Each
Be: Phameaettical Erufactunng Patient.
Research Senvices, Inc, Endﬂ g
Horsham, PA #9044 Ry onlty Pharmaceuticnd § &
N
i e I
HOS S14871-B12:30 HTABLETS HOC E-E 1330 IDTABLETS
[2 bimber cards of 10 Lablsts) {F bilaber Sarde of 10 Lableta )
Tarice-A-Day [svery 12 houira) Twica-A-Day fevery 12 howrs)
Opana’ £R @ 2 Opana' £R @ .
{oaymaorphons hydrochloside] The [oxymoephona hydmachboride) IO
Extended -Release Tablels i g Extended-Release Tablets ;%E
= B (S . i3
Es 2 3 ik rm y , i-:_ ™m
== Not child-resistant. £l Not child-resistant. L3 3]
E FOR HOSPITAL USE GNLY. - FoR BOSPITAL USE ONLY. -
E Dllm Diy 1
| "2 et Wizl f.nuTu ach Patiesl
p=——— il oL e e Hcl oSkl b g Faal Ll corimmm Drepreeepbrne By e Pl 5 g
u-:-m-ug- nr, et oy complel s pracriang E :J_:lun:;-p Yoo pacige sl By compieds pamcrig E
Do licaw Tabodpin Wingds  Tucdats doe Mok S Ra Com rckan,

Suanliow Tabilgts Whts. Tablats drg Rl i Ba Cot, Droksn,
Ghepweed, Crushesd, o Db Cibawesd, Crumibad, o Dinchens
i) e -.'an|1|IA-II- 1530 (i T r

I-‘. anly

HHHHHIHHII " l1 7

1) e Idu--rl.| |r|‘1-!-:- O T




Eadh iablet conrins: MDC £3451-B13-60 &0 tablets
Oxymorphaneipdrochionde. . T.5mg

Usisal Dosage: e paclageiesent Twice-A-Day (every 12 hours)

fior comepliete presaibing infiormation ®

Swallow Tablets Whole, Tablets O ER
e bie ODANG

Chewed, rushed, or Dissolved, .
S 15T eases LOXYMOrphone hydrochloride)

permitted to 15°-30°C (99°-86°F).

Extended-Release Tablets

i

urvamished area

Dispens eima tight, light -reststant r

container as definad ntha IS8 with 7 5 ‘G 0

B child-resetant doswere (as ee quined). . mg 2] ¢

LR T o

Endo Pharmaceutica e, Dispense Accompanying h

Bebalarm, P 1955 Medication Guide To Each

By: Mamestial Wenufsctng  Palieal d Il .

Baesesih Senaces; I 4 ; % ™

Horsham, PA 1044 Ry, only Eﬂmﬁﬁ g

M o
Ll \

NG B3 -113-23 . HES E1551 B33 MITABLETE

Nb&'hfn-ﬂ'ﬂWWﬂ

I3 blase card of 10 tabisis)

Twica-&-Day iavery 12 hours)

Opana’ £R

@

Twioa-A-Day (overy 13 hours)

Opana' £R

@

(exymorphone hydrochlaride) 3.0 (eaymarphone hydrochloride) i_ o
Extended-Aelesse Tablets i -8 Extended-Release Tablats E
= 7.5mg E; 3 7.5 mg i3
% Mot child-resistant. E % Mol child-resistant, E %
FOR HOSPIEAL USE ML, e FoR HOSTAL USE ONLY.
—— eciciilon Gude T Each Futiat, =i Metacatiis e 75 EhC) Fainst =~
= | e ot {ymeonplicnta Hproshiorics, 1.5 g o ik Babl vt O pmonplorn MpBinchafih, 7.5 g o
LTM'MM#WHMlmﬁN ity a Iln::m" : boon rachasge brmant o cxsmplelis [ sacribig g
Fevadiows Tardats Wraks Tabas Are Hod 10 B St Beoions, Foulicry Tabbirs Whike  Takdsis Ree Mot 10 Be Tt Broken,
Chavass Crunhed or Dissctoed Chowed, Drusbasd, or Dinacheed
Swiw &l T ETTF) mi vl b 15 E HLE )Y ke a8 25°C (TTWY et o, el el B 15 P EH g &Il
['oes |F Comfrribad oom fereparabas] RS TE T N TR
Msrsdactignd fod Rl""'.‘ uu..q.lmh- %
Lindee Fomirai oo by b L
b, P TR up.-a. T,
e i ®endo iy B e - lll
Ioratam, PA 1RO - ke, PR TR
Tans-u13-20
1
ok
’ i
’r’&msaw antaire: MDC 62421-814-60 &0 tablets
(acymamhene Brdmdibonde. . . 10mg Twice-A-Day ( 121 ) i
Usual Dosage: See padageinsert WICE-A-Lay | Bvery ours
forcomplebe presabing nformation, —
Swallow Tablets Whole, Tablets O qQ na@ E R L, —
fire NottoBe (ut, Erohﬂ. & —
(hewed, Crushed, or @ =:
Soveat BT, exesives {mqf morphone hydrochloride) § ===
tted fo 15307 [ 5°-86°FL —_—
prmited 0 EIUESTE O Eytended- Release Tablets 1 ==
Dpemseina I:zrﬂ,igrt-resuanr . E —
container a5 defined o the LSS, with W & E—
 chid-resstant chosure s nequived). = g ==
mﬁumm . = ——1
ranwesials i, Dispense Aeco n
Mitierm, PA 19335 Hedication Gumﬂa{h " ]
By. Prarrg'mmhmﬁwneg Patienl. .
esaarth S, b, ; :
Horshae, P4 19084 Ry only E, ndo. g E =
-




i

mbE 18181430
ﬂbﬂﬂ el of 10 18]

Tl oA Dy (avery 12 Bours)

Opana’ £R @

{oxymorphone bydrochlonide)
Extended-Aeloass Tablets

Not child-resistant.
FOR HOSPITAL U3E OWLY.

secitain deise o Enck Pales,

Lt s cot . Oirpwmrphons Welinobinde, 16w
Uil DS S b ] bi? ol s W)
[

Ewaliow Tabists Wiale. Tabtels Are Not 1o Be Sut, Broken,
Cveersed, Crunhed o Disosed

hots #l P (TTL ik permibied 0 15500 G0 0T}
Jes BSP Camaribind Fomm Fearprratans)

Ulirndwctutnl ot Hl““'."

(s Prurmescmsicaty b

Mabvars, 15 1054

A

1Tubi sl ) A il I T
Iltwun Safviens. = s _Eﬂdo
Horstam, P 100 Erm—

il

WO E4E1-E14-20 JOTADLETS
{2 italer cards of 10 lablets)

Trdca-A-Day fevery 12 hours)

Opana’ £R @

{nxymoephone hydrochloride)
Extended-Aelease Tablels

Nat child-resistant.

) Ty e |

FOR HOAPTIAL UEE DMLY,

et 12 2 Plsaat

Lach ikt comtabo Dhoymacrpions HydrotRonds, 10 am)
U] B e [ B e el L sinpatie [t ey

e

Sevaliow Tabdets Wiela. Tablsts Ate Nad 1o Be Cul, Broks,

Ghrvemt, Crunhed. o Disscdred.

lelirrda: Fud bt
| et sty o
labvatn, 1% 18054

b |"| IF)N

I 1am ul-u. II

Zigd T T amvmyions. perrllad o 15300 "]
|*--Ib|r' [ l-llan-:n e U E

Hurb

ol N
Each ket comaire: MDC 63481-815-60 60 rablets
Deyn pheon Hydroctlonide. . . 15mg Tusice-A-D 124 ’
ol Dusage S pa da ge insen wice-A-Day (every ours) P —
for wmplete presmbinginfommation. =;
Sweallow Tablets Whole. Tablets ® ER =—n
Eehu e b Opana ,
Chewed, -] —
Somat BT ¢ [urymurphma hydrochloride) 3 — '
pemeto 3 4 ) Extended-Release Tablels ¢ ===
[kspeniznina tight, lsght-resetant A k B —
conkaineras defined in the P with 1TF & £
a childresistad chosurefas raquired), = —
Wanufactusd for et Nt = —
EroPhamaceuticals Inc. Digpense Accompanying —
Wahem, P4 15055 Medication Guide To Each ﬁ
By: Phamrooeutical Manufic fuing Patient. " .
Reseach Senves, e, W endo. % =
Horstaen, PA 5084 R, only © - § y
i 2
1 HOG 6348181500 MO ERE-F1520 FOTABLETS
ﬂm“ﬂ U isbignh il pdiwter oards of 10 Labiati |
Tty (pvery 12 hours) Twbco-A-Duy fovery 12 hours)
Opana' £R @ Opana £R @
[oeymorphone hydrochloride) i § {oxymorphone hydeachloride) i
Extended-Release Tablets 8 Extended-Aelease Tablets
= 15mg. i18 . i5mg i
= e fim o f
% Wol child-resistant, L334 Mot child-resistant.
PR HOSMTAL USE OWLY. FOR HOSPIIAL LSE ONLY,
== MeGiEian disot o (IS Fatist - MaciFien Sies T E9Eh Pateal
== Fach Lalif vt Coey o Pydorhiads 8% mg Fach abisd contsms Dirgws s hedchionds, 10 mg

| Do s il it i il i g
(LR R

Sera o Tabsleta Wihode. Talblot Ara Mt b Ba Sut, Broken,
Chawresd, Couribad, or Crascterd.

St al T [TV e, perwstied o B0 {307 BT)
[ A il Fuci, Lot aiae]

Mt b R_only

[
Mo, PR 19055

B Inhmmu-mrn.w f?-endc-*
Fsrfuirn, I3 T4 ra—

Ll

Ul Doaig 5w i binn ] b oipletie it i

[= T =

Swallcw Tablets Whala. Tabists dee Hofto Be Cul, Beolen,
Diinobved.

Chowst, Crushed, or

St g B T p—mn-ll 153 (BB F)

s 1159 Conlpoia] Homem Fepspmtites

Womiciwailr
v Pl

Uahare, I'.\ 1S

By Piiascestion Mindntateg
Vmera By e e, b

Horidurn, A1 S0

B_onky

I;n-u !1--'1.

43 .oundp

I8



lehd'l tablet mntains: i
Gymorphone Fydmchluride.. 20 mg NDC 63481-816-60 60 tablats
Usual Dosager See o da ge st Twice-A-Day (every 12 hours) e
forcomplete presaibing mfamation, —1
mememene OpANQ' ER |, =
fre HottoBe Cut, Bﬂ'nh.'l'l. = e
Chewed, Cnshed, or Dissal 5 p—
Storeat 25° (77°F); encursions {ﬂI‘g‘lTlﬂrphﬂﬁﬂ hydrochloride) : —
pemthed 1o 1573070 [ 57 86°F L i = —
Depenseing o, igh sestnt Extended-Release Tablets £ =l
conkainer as defined in the UBE with — E
3 chid-resistant dosure 35 required) m 8 > 7
Manuictusd for g —
SO - c } ="
by P g e 1] —
rch Services, Inc, 7= T
Horstiam, PA 19084 Reonly Eﬂdﬂ. g E =
Y o .
W f
g HEE E3:881-816-53 TETABLETS : MOC E34EE 1620 HITABLETS
2 Dievtet Cargs of 10 abiete ) {3 bl cards of 10 labbeti |
Tolea- &-Diry (aveery 13 Prosura) Twbca-A-Dumy fevary 12 hotrs)
Opana’ £R (i Opana’ £R
{omymarphane hydrochlomde) P % (oxymoephane hydrochloride] z’ %
Extendnd-Release Tablets ! g Exiended-Release Tablats g
= | 20mg | 3 (3
_ Not child-resistant, by Mol child-resistant, £
% FOR BOSPIAL USE ONLY FOM HOSFTIAL USE ONLY, =
o v Bk o [ gt E Niticabos heica B {ach P E
— i Rt L Oty et e ) e Eirthy bt oo utamveg Dy vovipetiost | by iioriie. 30 )
gfmn:?-wq-mnmduuw: pressiting i:lmb:rwmuq Emar] bt comgiet proun i
Tenaliwy Talriein Whoie Tablete Aoe Mok oo Ba O, Brokan,

Chawed, Cruvhed, or Disnchesd,

Gevadbo Tardgts Whale Tabdsce dre His i B Qo Becdone,
Chowsd, Crashed, or Divsohasd,

Sl 8 22 [TTW) evcarnion porrrilied 1o 157 00 {59780 e al 35 1 ||--uu-mn-r rmu 1870 Ju’:.mr_.

[ A0 Gl Frsim b e
Mgsepdan o] o

ks Phunescesboay b
Wtewin | P8, P

|IﬁfHH‘HHHH

e LG I.-nhlllr---

R_ ooty Miemkarmani b
x s PP q.J ine

Blavern, PR TROOS
# Tty Plarmoceaticd Mirulscha
enda et G b
Plapemsraitesh ThcarPusm_ PAL 15081
L] !sol lt4
L

"/_Emmhht-:nm:im:

Lsuial Dosages S pa da ge insert
forcomplete preseribing infomration,

fire HottoBeCut, Brnhn,
(hawed, Crushed, or Dissol
Shore at 25°C(FTF) esoursions
pemnitted to 15°- 3070 (5 86°F).
Dispensieina tight, Kght-resistant
aontainer asdefined in the LS, with
a child-resistard dosuse {as required),
Manufciued o

Ercdo Phamaceticals Inc.

ahem, P4 13355
Mawaﬂal Manufs: turing

Horsham, PA 19044

Swallow Tablets Whole. Tablets Opana@: ER

MDC 63481-817-60 60 tablets
Twice-A-Day (every 12 hours)

oymorphone Hydmchlonde. . . X0 myg

[mmurphuna hydrochloride)
Extended-Release Tablets

Dispense Accn n
Medication a-f‘iﬁﬂfm
Patienl. “

nony ENdoO.

Unvamished Area

112063

.

L1

2




O P

MDC EMETRIT20 A0TABLETH NG EREB17-33 TABLETS
7 bilater cands of 13 tabdadu ) [ DaRAE car d OF 10 Labbate)
Twdca-A-Day fovery 12 hows) Tl & Dy (e 12 Hours)

Opana’ £R c Opana’ £ER @

[oeymorphone hydrochbaride) {exymarphone hydrochlonide)

Exiended-Release Tablats Extended-Aelease Tablels

— i =
= | 30mg | 9 | 30mg |
{ Etm
Mol child-resistant, £y Net child-resistant.
Fo& HOSPITAL USE DALY, FOR HOEPITAL USE ONLY.
Digparan o L
== Hcm Delce B fac Pates, Mecikatizn deitie Ts Each Palierd
pm—— | Each el contain (rymegebni ek, 30 mg s bl cisitlirm, Owpropieons Mpdochisids, 30 my
Ul Do e b b hod roamgite peosns o b Wewal Dvveys fow pockags gt o commpleb priacrbing
e s norats
Ereation Tablsts Wivshs. Tabiets Ao Hiod 10 Ba G, Brodes, MMMMMMBMMM
o], Croqbid, o D pisbyiad. 5 b, St o Drimaobeed
i al ' {TT]; suvarons el b (5750 060 07) Sikme 48 P [V | e, pet il o 155010 500 1T
S5 LS Eastirciba] N Boropealin| Pl L1 ks Fen, et abare] B only
Warslnhsn Bl “, el [ e L]
Ered BTG w5 1o Erdn PRubivais e i e
labvaim, P 15055 Marorin, TR, 1500
Iy Plarmacesics bamdac - By Phurvuceics Musix
Ihiasch Seracen, b . mendo e
Thstiham FA, [0k JR——— Puashare FA 1RO
]

A (
%mmh m:;f T MDC 63481-818-60 60tablets
ymarphone Hydrodilorde . 40 mg .
i DosnieSac facogasett Twice-A-Day (every 12 hours) - H
for complete prescnbing information,
Swallow Tablets Whole, Tablets ® E R =
e OpaNa . =
Chew = —
suest ST s {u:wmorphuna hydrochloride) 3 —
: 2 " Extended-Release Tablets . =
Epense ina tight, ight-resstant }_E!- —
containeras defined in the USE with Ly
@ child-resestant JI'.G!:II'Q fas required). 40 mg = = —
L F —
mevset kaks Inc, I -
Wakern, PA 1155 Me fﬁfm?ﬁﬁﬂﬁk e
ﬁm‘:ﬁ%mm\llhnﬂmuﬂm Patient.
K L 'y 5 n
I\hlhﬁl!!rn.m]% Reonly el ndo. § E m
-1 KOC 3B -0 1850 ;e:::!::ndmmua : : HDC ELN BB ;ﬂm-d i
Turico-A-Day (Poary 12 hours) Twdca-A-Day {owary 12 house)

Opana’ £R i Opana’ £R @

{oxymorphone bydrochloride) [l;lﬂmul'prmu Inydeachboride)
Extended-Ralease Tahlets Exiended-Releaze Tablets

43 .oupdp

et child-resistant. Mot child-resistant.
FOR HOSPITAL Uil o, FOR HGSPIRAL UE ONLY,
Aptan a MW
— mﬁm. mﬂum Paligal,
—— Lk Gabid R (et o i, 43 vy i b et mbid, ta pm ob ve Fen Bh e, 4G Ay
il Do 5o i e et B ool i e il Dl Som s vt by ool 4 i T
intTuhon inksirubon
Salicrer Tabiiat Whole. Tablets Ang ol i Be Cut, Droken, Swalice Tabdsts Wik, Tableis Acs Mol 1o Be Suf, Broken,
Chsvedd, Srushd, or Dinasbred. G hrwveed, Grurabesed, o Diinsbunel.
S 3 7 [T Tl J\.lw'hllr'Hl'b“ o §- B0 7T Fite 1 T VTV i i ey *rﬂ-11 V-0 B I|
[ L5 oot Fmorm bt st | i L Conte i) Frowem oyt
. “‘ oaly Murohecbared b
:nl..l'ruma...l.:.uun.- e P eatcsly e
M, PR, 15615 Ugeenn, T8, 1SS
Wy %o s Manscbu o By P uuumusuq
[ty e @endo. Hasch S
Ficrbars, I, 79044 Mmm-u ““

&3 .pupdo

|
|z

A




OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information

Product Type

Route of Administration

HUMAN PRESCRIPTION DRUG  Item Code (Source) NDC:63481-812

ORAL DEA Schedule CI

Active Ingredient/Active Moiety

OXYMO RPHONE HYDRO CHLORIDE (UNII: 5Y2EI94NBC) (OXYMORPHONE -

UNIL:9 VXA968E0C)

Inactive Ingredients

Ingredient Name

Ingredient Name

HYPROMELLO SES (UNIL: 3NXW29V3WO)
.ALPHA.-TOCOPHEROL (UNIL: H4N855PNZ1)
CITRIC ACID MONOHYDRATE (UNII: 296 8 PHW8 QP)
POLYVINYL ALCOHOL (UNI: 532B59J990)
TITANIUM DIO XIDE (UNIL: 15FIX9 V2JP)

TALC (UNIL: 7SEV7J4R1U)

FERRIC OXIDE RED (UNII: 1KO9F3G675)
POLYETHYLENE GLYCOLS (UNII: 3WJQ0SDWI1A)

Product Characteristics

Color
Shape
Flavor

Contains

Packaging

# Item Code
1 NDC:63481-812-20
1

2 NDC:63481-812-60
3 NDC:63481-812-70

PINK Score
ROUND Size
Imprint Code

Basis of Strength Strength

OXYMORPHONE

HYDRO CHLORIDE > mg

Strength

no score
9mm

E;5

Package Description Marketing Start Date Marketing End Date

2 in 1BOX, UNIT-DOSE
10 in 1 BLISTER PACK
60 in 1 BOTTLE

100 in 1 BOTTLE

Marketing Information

Marketing Category

Application Number or Monograph Citation

NDA NDA201655

OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information

Product Type

Marketing Start Date Marketing End Date
03/20/2012

HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:63481-813



Route of Administration ORAL DEA Schedule (91

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
0 XYMO RPHO NE HYDRO CHL O RIDE (UNIE 5Y2EI94NBC) (O XYMORPHONE - OXYMORPHONE 75m
UNI:9 VXA968E0C) HYDROCHLORIDE > me
Inactive Ingredients
Ingredient Name Strength

HYPROMELLOSES (UNIL: 3NXW29V3WO)
.ALPHA.-TOCOPHEROL (UNII: HAN855PNZ1)
CITRIC ACID MONOHYDRATE (UNIL: 296 8 PHW8 QP)
POLYVINYL ALCOHOL (UNIL: 532B59J990)
TITANIUM DIO XIDE (UNII: 15FIX9 V2JP)
POLYETHYLENE GLYCOLS (UNII: 3WJQ0SDWI1A)
TALC (UNIL: 7SEV7J4R1U)

FERRIC O XIDE RED (UNI: 1IKO9F3G675)

FERRO SOFERRIC O XIDE (UNI: XM0M8 7F357)
FERRIC OXIDE YELLOW (UNII: EX438 02MRT)

Product Characteristics

Color GRAY Score no score

Shape ROUND Size 9mm

Flavor Imprint Code E;7;1;2

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:63481-813-20 2 in 1BOX, UNIT-DOSE

1 10 in 1 BLISTER PACK

2 NDC:63481-813-60 60 in 1 BOTTLE

3 NDC:63481-813-70 100 in 1 BOTTLE

Marketing Information
Marketing Category  Application Number or Monograph Citation = Marketing Start Date Marketing End Date
NDA NDA201655 03/20/2012

OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:63481-814

Route of Administration ORAL DEA Schedule CII



Active Ingredient/Active Moiety

O XYMO RPHO NE HYDRO CHLORIDE (UNII: 5Y2EI94NBC) (OXYMORPHONE -

UNIE:9 VXA968E0C)

Inactive Ingredients

Ingredient Name

Ingredient Name

HYPROMELLOSES (UNIL: 3NXW29V3WO)
.ALPHA.-TOCOPHEROL (UNII: HAN855PNZ1)
POLYVINYL ALCOHOL (UNIL: 532B59J990)
CITRIC ACID MONOHYDRATE (UNIL: 2968 PHW8QP)
TITANIUM DIO XIDE (UNIL: 15FIX9 V2JP)
POLYETHYLENE GLYCOLS (UNII: 3WJQO0SDWI1A)

TALC (UNIL: 7SEV7J4R1U)

FD&C YELLOW NO. 6 (UNI: H77VEI93A8)

Product Characteristics

Color
Shape
Flavor

Contains

Packaging

# Item Code
1 NDC:63481-814-20
1

2 NDC:63481-814-60
3 NDC:63481-814-70

ORANGE Score
ROUND Size
Imprint Code

Basis of Strength Strength

OXYMORPHONE

HYDROCHLORIDE 10 mg

Strength

no score
9mm

E;10

Package Description Marketing Start Date Marketing End Date

2in 1BOX, UNIT-DOSE
10 in 1 BLISTER PACK
60 in 1 BOTTLE

100 in 1 BOTTLE

Marketing Information

Marketing Category

Application Number or Monograph Citation

NDA NDA201655

OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information

Product Type

Route of Administration

Marketing Start Date Marketing End Date
03/20/2012

HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:63481-815

ORAL DEA Schedule CcIi

Active Ingredient/Active Moiety

O XYMO RPHO NE HYDRO CHLORIDE (UNII: 5Y2EI94NBC) (O XYMORPHONE -

UNIE:9 VXA968E0C)

Ingredient Name

Basis of Strength Strength
OXYMORPHONE
15 mg
HYDRO CHLORIDE



Inactive Ingredients

Ingredient Name Strength
HYPROMELLO SES (UNIL: 3NXW29V3WO)
.ALPHA.-TOCOPHEROL (UNI: H4N855PNZ1)
CITRIC ACID MONOHYDRATE (UNII: 2968 PHW8 QP)
POLYVINYL ALCOHOL (UNII: 532B59J990)
TITANIUM DIO XIDE (UNII: 15FIX9 V2JP)
POLYETHYLENE GLYCOLS (UNIL: 3WJQ0SDWI1A)
TALC (UNII: 7SEV7J4R1U)
Product Characteristics
Color WHITE Score no score
Shape ROUND Size 9mm
Flavor Imprint Code E;15
Contains
Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:63481-815-20 2 in 1 BOX, UNIT-DOSE
1 10 in 1 BLISTER PACK
2 NDC:63481-815-60 60 in 1 BOTTLE
3 NDC:63481-815-70 100 in 1 BOTTLE

Marketing Information
Marketing Category  Application Number or Monograph Citation
NDA NDA201655

OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information

Marketing Start Date Marketing End Date
03/20/2012

Product Type HUMAN PRESCRIPTION DRUG  Item Code (Source) NDC:63481-816

Route of Administration ORAL DEA Schedule (@1

Active Ingredient/Active Moiety

Ingredient Name

O XYMO RPHO NE HYDRO CHLORIDE (UNII: 5Y2EI94NBC) (OXYMORPHONE -
UNI:9 VXA968E0C)

Inactive Ingredients

Ingredient Name
HYPROMELLOSES (UNIL: 3NXW29 V3WO)
.ALPHA.-TO COPHEROL (UNII: H4AN855PNZ1)
CITRIC ACID MO NOHYDRATE (UNIE 29 6 8 PHW8 QP)
POLYVINYL ALCOHOL (UNI: 532B59J990)
TITANIUM DIO XIDE (UNIL: 15FIX9 V2JP)

Basis of Strength Strength
OXYMORPHONE 25w
HYDRO CHLORIDE &

Strength



POLYETHYLENE GLYCOLS (UNII: 3WJQ0SDWI1A)
TALC (UNIL: 7SEV7J4R1U)

FD&C BLUE NO. 1 (UNI: H3R47K3TBD)

FD&C YELLOW NO. 6 (UNIL: H77VEI93A8)

D&C YELLOW NO. 10 (UNI: 35SW5USQ3G)

Product Characteristics

Color GREEN Score no score
Shape ROUND Size 9mm
Flavor Imprint Code E;20
Contains

Packaging

# Item Code Package Description Marketing Start Date Marketin
1 NDC:63481-816-20 2in 1BOX, UNIT-DOSE

1 10 in 1 BLISTER PACK

2 NDC:63481-816-60 60 in 1 BOTTLE

3 NDC:63481-816-70 100 in 1 BOTTLE

Marketing Information
Marketing Category  Application Number or Monograph Citation

g End Date

Marketing Start Date Marketing End Date

NDA NDA201655 03/20/2012
OPANA ER
oxymorphone hydrochloride tablet, extended release

Product Information

Product Type HUMAN PRESCRIPTION DRUG Item Code (Source)

Route of Administration ORAL DEA Schedule

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength

OXYMO RPHO NE HYDRO CHL O RIDE (UNI: 5Y2EI94NBC) (OXYMORPHONE - OXYMORPHONE
UNIE9VXA968E0C) HYDROCHLORIDE

Inactive Ingredients
Ingredient Name
HYPROMELLOSES (UNI: 3NXW29 V3WO)
.ALPHA.-TO COPHEROL (UNT: H4N855PNZ1)
CITRIC ACID MO NOHYDRATE (UNIL 29 6 8 PHW8 QP)
POLYVINYL ALCOHOL (UNIE: 532B59J990)
TITANIUM DIO XIDE (UNTL: 15FIX9 V2JP)
POLYETHYLENE GLYCOLS (UNI: 3WIQ0SDWIA)
TALC (UNIL: 7SEV7J4R1U)
FERRIC O XIDE RED (UNI: 1K09F3G675)

NDC:63481-817

CII

Strength

30 mg

Strength



Product Characteristics

Color RED Score no score

Shape ROUND Size 9mm

Flavor Imprint Code E;30

Contains

Packaging

# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:63481-817-20 2 in 1 BOX, UNIT-DOSE

1 10 in 1 BLISTER PACK

2 NDC:63481-817-60 60 in 1 BOTTLE

3 NDC:63481-817-70 100 in 1 BOTTLE

Marketing Information

Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA201655

OPANA ER

oxymorphone hydrochloride tablet, extended release

Product Information

Product Type HUMAN PRESCRIPTION DRUG

Route of Administration ORAL

Active Ingredient/Active Moiety

Ingredient Name

03/20/2012

Item Code (Source) NDC:63481-818

DEA Schedule

Basis of Strength

O XYMO RPHO NE HYDRO CHLORIDE (UNII: 5Y2EI94NBC) (O XYMORPHONE - OXYMORPHONE

UNI:9 VXA968E0C)

Inactive Ingredients

Ingredient Name
HYPROMELLOSES (UNIL: 3NXW29V3WO)
.ALPHA.-TO COPHEROL (UNIL: H4N855PNZ1)
CITRIC ACID MONO HYDRATE (UNIL 2968 PHW8 QP)
POLYVINYL ALCOHOL (UNI: 532B59J990)
TITANIUM DIO XIDE (UNII: 15FIX9 V2JP)
POLYETHYLENE GLYCOLS (UNI: 3WJQ0SDWI1A)
TALC (UNIE: 7SEV7J4R1U)
FD&C YELLOW NO. 6 (UNI:: H77VEI93A8)
D&C YELLOW NO. 10 (UNI: 35SW5USQ3G)

Product Characteristics
Color YELLOW Score
Shape ROUND Size

HYDRO CHLORIDE

no score

9mm

CII

Strength

40 mg

Strength



Flavor

Contains

Packaging

# Item Code
1 NDC:63481-818-20
1

2 NDC:63481-818-60
3 NDC:63481-818-70

Imprint Code

Package Description Marketing Start Date

2in 1BOX, UNIT-DOSE
10 in 1 BLISTER PACK
60 in 1 BOTTLE

100 in 1 BOTTLE

Marketing Information

Marketing Category

NDA

Application Number or Monograph Citation
NDA201655

Labeler - Endo Pharmaceuticals Inc. (178074951)

Revised: 4/2014

Marketing Start Date
03/20/2012

E:40

Marketing End Date

Marketing End Date

Endo Pharmaceuticals Inc.
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